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AMENDMENT 

In the specification: 

Kindly replace the paragraphs that begin on page 30, line 1 8, through page 77, line 24, 
with the following replacement paragraphs. Text deleted is shown with strike-through, 
added text is underlined. 

Embodiment 2: A compound according to embodiment 1 Error! R e forenco source not 
found. , wherein 

A 1 is arylene or heteroarylene, optionally substituted with one or more substitutents R 23 , 
R 24 , R 25 , R 26 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 

group consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
C 2 - 6 -alkenyl-Z-, C 2 - 6 -alkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, 
heteroaryl-Z-, aryl-Cve-alkylene-Z-, heteroaryl-C^-alkylene-Z-, 
heterocyclyl-Ci-e-alkylene-Z-, cycloalkyl-C^e-alkylene-Z-, 
N(R 4 R 5 )-C 1 . 6 -alkylene-Z-, R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and 
R 6 -W 1 -Ci. 6 -alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined for embodiment 1 Error! 

Reference sourc e not found. . 

Embodiment 3: A compound according to embodiment 2 Error! R e f e r e nc e sourc e not 
found. , wherein 

A 1 is C 6 _ 10 -arylene or C 4 -io-heteroarylene, optionally substituted with one or more 
substitutents R 23 , R 24 , R 25 , R 26 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 

group consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3> -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
C 2 _ 6 -alkenyl-Z-, C^-alkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, 
heteroaryl-Z-, aryl-C^-alkylene-Z-, heteroaryl-C^-alkylene-Z-, 
heterocyclyl-C^-alkylene-Z-, cycloalkyl-d^-alkylene-Z-, 



2 



Attorney Docket No. 651 1 .204-US 
Polisetti et al. et al. 

Serial No. 10/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

N(R 4 R 5 )-Ci-6-alkylene-Z-, R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and 
R^W^Ci-e-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined for embodiment 1 Error! 

Roforenc e sourc e not found. . 

Embodiment 4: A compound according to any of embodiments 1 Error! R e f e r e nce 
sourc e not found, to 3 Error! R e ference sourc e not found. , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 

group consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, N(R 4 R 5 )-C r -6-alkylene-Z-, 
R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and R 6 -W 1 -C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined for embodiment 1 Error! 

Referenc e source not found. . 

Embodiment 5: A compound according to any of embodiments 1 Error! R e ferenc e 
sourc e not found, to 4 Error! Referenc e source not found. , wherein 

R 4 , R 5 , and R 6 independently of each other are selected from the group 
consisting of hydrogen, aryl, alkyl, heteroaryl-alkylene-, and aryl-alkylene-. 

Embodiment 6: A compound according to embodiment 5 Error! R e ference source not 
found. , wherein 

R 4 , R 5 , and R 6 independently of each other are hydrogen or alkyl. 

Embodiment 7: A compound according to embodiment 6 Error! R e ferenc e source not 
found. , wherein 

R 4 , R 5 , and R 6 are hydrogen. 

Embodiment 8: A compound according to any of embodiments 1 Error! R e f e r e nce 
source not found, to 4 Error! R e foronco sourc e not found. , wherein 

R 4 and R 5 is taken together to form a ring having the formula -(CH 2 ) r Q-(CH 2 ) k - 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 
j and k independently of each other is 1 , 2, 3, or 4; 
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Q is a direct bond, -CH 2 -, -O-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, 
-NHC(O)-, -NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, 
-NHS0 2 NH-, 

R 10 

°Y R9 °Y 0R9 o 2 s- R9 o 2f N(H)R9 o 2 s^" r9 

— N— . — N— • — N— ■ — N— ' — N— 

R 10 

O^/NHR 9 O^N-R 9 R 9 
— N— ' — N— ' or — N— : 

wherein 

R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, alkyl, and arylalkyl-. 



Embodiment 9: A compound according to embodiment 8 Error! R e fer e nc e source not 
found. , wherein 

Q is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 



°Y R ' °Y° R ' o 2 s- R ' o 2f N(H)R * o 2 f~ R ' 

— N— . — N — • — N— • — N— ' — N— 

o^ nhr9 o^/N-r 9 R 9 

— N — ' — N — ' or — N— '■ 

wherein 

R 9 and R 10 independently of each other are hydrogen or alkyl. 

Embodiment 10: A compound according to embodiment 9 Error! Rofor e noe sourc e not 
found. , wherein 

Q is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 



R 10 
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Embodiment 1 1 : A compound according to embodiment 10 Error! Roforonco sourc e 
not found. , wherein Q is a direct bond. 

Embodiment 12: A compound according to any of embodiments 1 Error! Refer e nc e 
sourc e not found, to T1 Error! R e ferenc e source not found. , wherein 

W 1 is a direct bond, -O-, -NH-, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, -N(H)CON(H)-, 
-N(H)S0 2 -, -S0 2 N(H)-, -C(0)-0-, -N(H)S0 2 N(H)-, or -O-C(O)-. 

Embodiment 13: A compound according to embodiment 12 Error! Referenc e sourc e 
not found. , wherein W 1 is a direct bond, -O-, -S-, or -S0 2 -. 

Embodiment 14: A compound according to embodiment 13 Error! R e f e r e nce sourc e 
not found. , wherein W 1 is a direct bond. 

Embodiment 15: A compound according to embodiment 4 Error! Reference source not 
found. , wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -CF 3 , 
-OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , d_ 6 -alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, 
or heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 1 Error! R e f e r e nc e 

source not found. . 



Embodiment 16: A compound according to embodiment Error! R e f e r e nc e sourc e not 
found. , wherein 
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at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -CF 3 , 
-OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , d_ 6 -alkyl-Z-, C 3 _ 10 -cycloalkyl-Z-, 
C 3 -io-heterocyclyl-Z-, C 3 _ 10 -aryl-Z-, or C 3 . 10 -heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment Error! R e foronc o sourc e 

not found. . 

Embodiment 17: A compound according to embodiment 15 Error! Ref o r o nco sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 , 
-OR 2 , -NR 2 R 3 , C^-alkyl-Z-, C 3 . 10 -cycloalkyl-Z-, C 3 _ 10 -heterocyclyl-Z-, 
C 3 -i 0 -aryl-Z-, or C 3 -i 0 -heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 1 Error! R e f e r e nc e 
sourc e not found. . 

Embodiment 18: A compound according to embodiment 17 Error! Roferonco source 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 , 
-OR 2 , or ~NR 2 R 3 , wherein 

R 2 , R 3 , and Z are as defined for embodiment 1 Error! R e f e r e nc e 
source not found. . 

Embodiment 19: A compound according to any of embodiments 1 Error! R e f e r e nce 
source not found, to 18 Error! Reference source not found. , wherein 
R 2 and R 3 independently of each other are hydrogen, C^-alkyl, 
aryl-d.e-alkylene-, heteroaryl-d. 6 -alkylene-, d. 6 -alkyl-arylene-, 
d_ 6 -alkyl-heteroarylene-, heteroaryl, or aryl. 

Embodiment 20: A compound according to embodiment 19 Error! R e ference sourco 
not found. , wherein 

R 2 and R 3 independently of each other, are hydrogen, d_ 6 -alkyl, 

aryl-d-e-alkylene- or aryl. 



6 



Attorney Docket No. 651 1.204-US 
Polisetti et al. et al. 

Serial No. 10/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

Embodiment 21 : A compound according to embodiment 20 Error! Referenc e sourc e 
not found, , wherein 

R 2 is hydrogen or Ci-e-alkyl. 

Embodiment 22: A compound according to embodiment 21 Error! Roforonco sourc e 
not found, , wherein 

R 2 is hydrogen. 

Embodiment 23: A compound according to any of embodiments 1 Error! R e f e r e nce 
source not found, to 22 Error! R e ference sourc e not found. , wherein 
R 3 is hydrogen or C^-alkyl. 

Embodiment 24: A compound according to embodiment 23 Error! Ref e renc e sourc e 
not found. , wherein 

R 3 is hydrogen. 

Embodiment 25: A compound according to any of embodiments 1 Error! Ref e rence 
sourc e not found, to 15 Error! R e f e r e nc e sourc e not found. , wherein 

R 2 and R 3 , when attached to the same nitrogen atom, together with said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment 26: A compound according to any of embodiments 1 Error! R o f o r o nc o 
sourc e not found, to 25 Error! R e f e r e nc e source not found. , wherein 

Z is a direct bond, -0-, -NH-, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, -N(H)CON(H)-, 
-N(H)S0 2 -, -S0 2 N(H)-, -C(0)-0-, -N(H)S0 2 N(H)-, or -O-C(O)-. 

Embodiment 27: A compound according to embodiment 26 Error! Ref e r e nce source 
not found. , wherein 

Z is a direct bond, -0-, -S-, or -S0 2 -. 



7 



Attorney Docket No. 65 1 1 .204-US 
Polisetti et al. et al. 

Serial No. 10/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

Embodiment 28: A compound according to embodiment 27 Error! R e foronc e sourc e 
not found. , wherein 

Z is a direct bond. 

Embodiment 29: A compound according to embodiment 2 Error! R e for o nc e sourc e not 
found. , wherein 
A 1 is 

\ 

/ 

/ 

, wherein 

R 23 , R 24 , R 25 , and R 26 , independently of each other, are hydrogen or as defined for 
embodiment 1 Error! R e f o r o nc e source not found. . 

Embodiment 30: A compound according to embodiment 29 Error! R e f o ronce sourc e 
not found. , wherein 

R 23 , R 24 , R 25 , and R 26 independently of each other are selected from the group 

consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, N^R^-C^-alkylene-Z-, 
R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and R^W'-C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined for embodiment 1 Error! 

R o foronc e source not found. . 

Embodiment 31 : A compound according to embodiment 29 Error! R e foronce sourc e 

not found, or 30 Error! R e foronce sourc e not found. , wherein 

R 4 , R 5 , and R 6 independently of each other are selected from the group 
consisting of hydrogen, aryl, alkyl, heteroaryl-alkylene-, and aryl-alkylene-. 

Embodiment 32: A compound according to embodiment 31 Error! Reforonce source 
not found. , wherein 
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R 4 , R 5 , and R 6 independently of each other are hydrogen or alkyl. 



Embodiment 33: A compound according to embodiment 32 Error! Roforonco source 
not found. , wherein 

R 4 , R 5 , and R 6 are hydrogen. 

Embodiment 34: A compound according to embodiment 29 Error! Rof o ronco source 
not found, or 30 Error! Ref e r e nc e source not found. , wherein 

R 4 and R 5 is taken together to form a ring having the formula -(CH 2 ) r Q-(CH 2 ) k - 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 
j and k independently of each other is 1, 2, 3, or 4; 
Q is a direct bond, -CH 2 -, -O-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, 
-NHC(O)-, -NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, 
-NHS0 2 NH-, 



°Y* 9 °y or9 °,f R ' v?™* °*"~ R ' 

— M — , — N — ■ — N — ■ — N — ' — N — 

R 10 

O^NHR 9 O^N-R 9 R 9 

— N — ' — N — ' or — N — • 

wherein 

R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, alkyl, and arylalkyl-. 

Embodiment 35: A compound according to embodiment 34 Error! R e f e r e nc e sourc e 

not found. , wherein 

Q is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH- f -NHC(O)-, 
-NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 



R 10 



9 



Attorney Docket No. 65 1 1 .204-US 
Polisetti et al. et al. 

Serial No. 10/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

R 10 

Y 9 °y or9 < r ° °>r N(H)R9 °^~ r9 

— N— • — N— ■ — N — ■ — N— ' — N — 

N— : 

wherein 

R 9 and R 10 independently of each other are hydrogen or alkyl. 




Embodiment 36: A compound according to embodiment 35 Error! R e fer e nc e sourc e 

not found. , wherein 

Q is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHS0 2 -, -SO z NH-, -C(0)-0, -O-C(O)-, -NHS0 2 NH-, 

°Y H °y° h o 2 f H 0 2 S'"" 2 

— N— - — N— • — N— ■ N 




Embodiment 37: A compound according to embodiment 36 Error! R e foronco sourc e 
not found. , wherein 

Q is a direct bond. 



Embodiment 38: A compound according to any of embodiments 29 Error! R e f e r e nc e 
sourc e not found, to 37 Error! R e foronoo sourc e not found. , wherein 

W 1 is a direct bond, -0-, -NH-, -S-, -SO r , -C(0)NH-, -NHC(O)-, -N(H)CON(H)-, 
-N(H)S0 2 -, -S0 2 N(H)-, -C(0)-0-, -N(H)S0 2 N(H)-, or -O-C(O)-. 

Embodiment 39: A compound according to embodiment 38 Error! R e f e r e nc e sourc e 
not found. , wherein 

W 1 is a direct bond, -O-, -S-, or -S0 2 -. 
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Embodiment 40: A compound according to embodiment 39 Error! Ref e r e nc e sourc e 
not found. , wherein 

W 1 is a direct bond. 

Embodiment 41: A compound according to embodiment 29 Error! R e f e r e nc e source 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or 
heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 29 Error! Ref e r e nc e 
source not found. . 

Embodiment 42: A compound according to embodiment 41 Error! Ref e r e nc e sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 , -NR 2 R 3 , d-e-alkyl-Z-, C 3 -io-cycloalkyl-Z-, C 3 .io-heterocyclyl-Z-, 
C 3 . 10 -aryl-Z-, or C 3 . 10 -heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 29 Error! R e f e r e nc e 
sourc e not found. . 

Embodiment 43: A compound according to embodiment 42 Error! R e ference sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , C^-alkyl-Z-, C 3 .i 0 -cycloalkyl-Z-, C 3 .i 0 -heterocyclyl-Z-, C 3 _ 10 -aryl-Z-, or 
C 3 . 10 -heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 29 Error! Referenc e 
source not found. . 

Embodiment 44: A compound according to any of embodiments 29 Error! R e fer e nc e 
sourc e not found, to 43 Error! Roforonco sourc e not found. , wherein 

Z is a direct bond, -O-, -NH-, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, -N(H)CON(H)-, 
-N(H)S0 2 -, -S0 2 N(H)-, -C(0)-0-, -N(H)S0 2 N(H)-, or-O-C(O)-. 
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Embodiment 45: A compound according to embodiment 44 Error! Rofor o nco sourc e 
not found. , wherein 

Z is a direct bond, -O, -S-, or -S0 2 -. 

Embodiment 46: A compound according to embodiment 45 Error! R e f o ronc o sourc e 
not found; , wherein 

Z is a direct bond. 

Embodiment 47: A compound according to embodiment 43 Error! R e ference sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , or d-e-alkyl, wherein 

R 2 , and R 3 are as defined for embodiment 29 Error! Ref e r e nc e 
source not found. . 

Embodiment 48: A compound according to any of embodiments 29 Error! Ref e r e nce 
sourc e not found, to 47 Error! R e ference sourc e not found. , wherein 

R 2 and R 3 independently of each other are hydrogen, C^e-alkyl, 

aryl-d-e-alkylene-, heteroaryl-C^-alkylene-, d-e-alkyl-arylene-, 

d-e-alkyl-heteroarylene-, heteroaryl, or aryl. 
Embodiment 49: A compound according to embodiment 48 Error! R e ference source 
not found. , wherein 

R 2 and R 3 independently of each other, are hydrogen, d-e-alkyl, 

aryl-d-6-alkylene- or aryl. 

Embodiment 50: A compound according to embodiment 49 Error! Ref e r e nc e source 
not found. , wherein 

R 2 is hydrogen or d-e-alkyl. 

Embodiment 51 : A compound according to embodiment 50 Error! Ref e r e nc e sourc e 
not found. , wherein 

R 2 is hydrogen. 
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Embodiment 52: A compound according to any of embodiments 29 Error! Rofer e nc e 
sourco not found, to 51 Error! Rofor o nc o sourc e not found. , wherein 
R 3 is hydrogen or C^-alkyl. 

Embodiment 53: A compound according to embodiment 52 Error! R e foronce sourc e 
not found. , wherein 

R 3 is hydrogen. 

Embodiment 54: A compound according to any of embodiments 29 Error! Refer e nc e 
sourc e not found , to 41 Error! R e f e r e nc e sourc e not found. , wherein 

R 2 and R 3 , when attached to the same nitrogen atom, together with said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment 55: A compound according to any of embodiments 29 Error! R e f e r e nc e 
sourco not found, to 46 Error! R e foronc e sourc e not found. , wherein 
at least one of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment 56: A compound according to embodiment 55 Error! R e fer e nce sourc e 
not found. , wherein 

at least two of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment 57. A compound according to claim 56 Error! R e f e r e nc e sourc e not 
found. , wherein 

R 23 and R 26 are hydrogen. 

Embodiment 58: A compound according to embodiment 56 Error! R e foronc e sourco 
not found, or claim 57 Error! R e foronce sourc e not found. , wherein 
at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 
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Embodiment 59: A compound according to any of embodiments 29 Error! R e f e r e nce 
oourco not found, to 58 Error! Referenc e sourc e not found. , wherein R 24 or R 25 is 
halogen. 

Embodiment 60: A compound according to embodiment 59 Error! R e fer e nc e sourc e 
not found. , wherein R 24 or R 25 is fluoro. 

Embodiment 61 : A compound according to any of embodiments 29 Error! R e f e r e nc e 
sourc e not found, to 58 Error! R e for o nco sourc e not found. , wherein R 24 or R 25 is 
d-e-alkyl. 

Embodiment 62: A compound according to embodiment 59 Error! R e ferenc e source 
not found. , wherein R 24 or R 25 is methyl. 

Embodiment 63: A compound according to any of embodiments 29 Error! Refer e nc e 
sourc e not found, to 58 Error! R e foronco sourc e not found. , wherein 
R 24 is hydrogen. 

Embodiment 64: A compound according to any of embodiments 29 Error! R e f e r e nc e 
sourc e not found, to 63 Error! R e f e r e nc e sourc e not found. , wherein 
R 25 is hydrogen. 

Embodiment 65: A compound according to embodiment 29 Error! R e foronco sourc e 
not found. , wherein 

R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment 66: A compound according to any of embodiments 1 Error! R e f e r e nc e 
sourc e not found, to 65 Error! R e for o nco sourc e not found. , wherein 

L 1 is -D-alkylene-E-, -0-, -S-, -S(O)-, -S(0) 2 -, -C(O)-, -N(R 11 )-, or -C(=N-OR 12 ), 

wherein 

D, E, R 11 and R 12 are as defined for embodiment 1 Error! R e ferenc e 
sourc e not found. . 
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Embodiment 67: A compound according to embodiment 66 Error! R e f e r e nc e sourc e 
not found. , wherein 

L 1 is -D-alkylene-E- f -0-, -C(O)-, -N(R 11 )-, or -C(=N-OR 12 )-, wherein 

D, E, R 11 and R 12 are as defined for embodiment 1 Error! R e fer e nc e 

sourc e not found. . 

Embodiment 68: A compound according to embodiment 66 Error! R e f e r e nc e sourc e 
not found, , wherein 
L 1 is -O-. 

Embodiment 69: A compound according to embodiment 66 Error! R e f o ronco sourc e 
not found. , wherein 
L 1 is -S-. 

Embodiment 70: A compound according to embodiment 66 E r ror! R e ference sourc e 
not found- , wherein 
L 1 is -C(O)-. 

Embodiment 71 : A compound according to any of embodiments 1 Error! R e ferenc e 
source not found, to 67 Error! Ref e r e nc e source not found. , wherein 

D is a direct bond or -O-; 

E is a direct bond or -O-; and 

R 11 and R 12 are as defined for embodiment 1 Error! R e foronco sourc e not 
found. . 

Embodiment 1 : A compound according to embodiment 71 Error! Ref e r e nc e sourc e not 
found. , wherein 

D is a direct bond. 

Embodiment 73: A compound according to embodiment 71 Error! R e f e r e nc e sourc e 
not found. , wherein 
D is -O-. 
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Embodiment 74: A compound according to any of embodiments 71 Error! R o f o ronco 
sourco not found, to 73 Error! R e foronc e sourco not found. , wherein 
E is a direct bond. 

Embodiment 75: A compound according to any of embodiments 71 Error! Ref e r e nc e 
sourc e not found, to 73 Error! R e f e r e nc e sourco not found. , wherein 
E is -Ck 

Embodiment 76: A compound according to any of embodiments 1 Error! Refer e nc e 
sourc e not found, to 75 Error! R e f e r e nc e sourc e not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 -, 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and 
R 15 -W 2 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, 

aryl, C^-alkyl, or aryl-C^e-alkylene-; 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 ) 0 -X-(CH 2 ) P - bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1, 2, 3, or 4; and 
X is a direct bond, -CH 2 -, -O-, -S-, -S(0 2 )-, -C(O)-, -CON(H)-, 
-NHC(O)-, -NHCON(H)-, -NHS0 2 -, -S0 2 N(H)-, -C(0)-0-, 
-O-C(O)-, -NHS0 2 NH-, 
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°Y R " °y or ' 6 

— N— ■ — N — ■ — N— 



0,S 
— N — 



,N(H)R 



16 



R 



17 



0,S' 

2 I 

— N— 



.N-R 



16 



R 17 

o^ nhr16 o^n-R 16 r 16 

— N— ' — N — ' or — N— » 
wherein 

R 16 and R 17 are selected from hydrogen, aryl, 
heteroaryl, C^-alkyl, C^-alkoxy, aryl-Cve-alkylene-, 
heteroaryl-C^-alkylene-, Cve-alkyl-arylene-, 
Ci^-alkyl-heteroarylene-, C^-alkoxy-arylene-, 
Ci-e-alkoxy-heteroarylene-, heteroarylaryl- 
d-e-alkoxy-, or aryl-C^-alkoxy-; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 

heterocyclyl, alkyl, or aryl-alkylene-. 



Embodiment 77: A compound according to embodiment 76 Error! R e f o ronco sourc e 
not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 -, 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and 
R 15 -W 2 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, 

aryl, C^-alky!, or aryl-C^e-alkylene-; 

or 
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R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1,2,3, or 4; and 
X is a direct bond, -CH 2 -, -O-, -S-, -S(0 2 )-, -C(O)-, -CON(H)-, 
-NHC(O)-, -NHCON(H)-, -NHS0 2 -, -S0 2 N(H)-, -C(0)-0-, 
-O-C(O)-, -NHS0 2 NH-, 

°Y R " °y° r ' 6 °f 

— N— . — N — • — N— 



— N — 



,N(H)R 



16 



17 



R 



16 



CLS 
— N— 



R 17 

O^NHR 16 o^/N-R 16 R 16 
— N — ' — N— ' or — N— • 

wherein 

R 16 and R 17 are hydrogen; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 

Embodiment 78: A compound according to embodiment 77 Error! R e ferenc e sourc e 
not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 -, 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, N(R 13 )(R l4 )-alkylene-Y-, and 
R 15 -W 2 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, 
aryl, d^-alkyl, or aryl-C^-alkylene-; 



18 



Attorney Docket No. 65 1 1 .204-US 
Polisetti et al. et al. 

Serial No. 10/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1 , 2, 3, or 4; 
X is a direct bond; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 

Embodiment 79: A compound according to embodiment 78 Error! R o f o r o nco source 

not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 -, 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and 
R 15 -W 2 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, 
aryl, C^-alkyl, or aryl-C^-alkylene-; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 

Embodiment 80: A compound according to embodiment 79 Error! R e foronco sourc e 

not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 -, 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and 
R 15 -W 2 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 
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Embodiment 81 : A compound according to embodiment 80 Error! R e ferenc e sourc e 

not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 -, 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and 
R 15 -W 2 -alkylene-Y-, wherein 
Y is a direct bond; 

W 2 is a direct bond, -CH 2 -, -S0 2 -, -N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 
R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 



Embodiment 82: A compound according to embodiment 80 Error! R e f e r e nc e sourc e 
not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 - f 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and 
R 15 -W 2 -alkylene-Y-, wherein 

Y is a direct bond, -CH 2 -, -SO,-, -N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

W 2 is a direct bond; 

R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 



Embodiment 83: A compound according to any of embodiments 80 Error! R e f e r e nc e 
sourc e not found, to 82 Error! Ref e r e nc e source not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 -, 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, NH 2 -alkylene-, and 
R 15 -alkylene-, wherein 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 
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Embodiment 84: A compound according to embodiment 83 Error! R e foronco sourc e 

not found. , wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, alkyl-S0 2 -, aryl-alkylene-S0 2 -, 
aryl-S0 2 -, S0 2 -, alkyl-C(O)-, aryl-alkylene-C(O)-, and NH 2 -alkylene-. 

Embodiment 85: A compound according to embodiment 84 Error! R e foronco sourc e 
not found. , wherein 

R 11 is hydrogen or alkyl. 

Embodiment 86: A compound according to embodiment 85 Error! R e foronco sourc e 
not found. , wherein 

R 11 is hydrogen. 

Embodiment 87: A compound according to any of embodiments 1 Error! R e f e r e nc e 
sourc e not found, to 86 Error! R e fer e nc e source not found. , wherein 
R 12 is hydrogen or alkyl. 

Embodiment 88: A compound according to embodiment 87 Error! R e f e r e nc e sourc e 
not found. , wherein 

R 12 is hydrogen. 

Embodiment 89: A compound according to any of embodiments 1 Error! R e f e r e nc e 
sourc e not found, to 88 Error! Refer e nc e sourc e not found. , wherein 

G 1 is alkyl, alkenyl, alkynyl, cycloalkyl or heterocyclyl, optionally substituted with 
one or more substituents selected from the group consisting of -CN, -CF 3 , 
-OCF 3 , -OR 18 , -NR 18 R 19 , C 3 -io-cycloalkyl and C^-alkyl, wherein 

R 18 and R 19 are as defined for embodiment 1 Error! R e foronco source 
not found. . 

Embodiment 90: A compound according to embodiment 89 Error! R e f o r o nco sourc e 
not found. , wherein 
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G 1 is alkyl, alkenyl, alkynyl, cycloalkyl or heterocyclyl, optionally substituted with 
one or more substituents selected from the group consisting of -CN, -CF 3 , 
-OCF 3 , -OR 18 , -NR 18 R 19 and C^-alkyl, wherein 

R 18 and R 19 are as defined for embodiment 1 Error! R e foronce sourc e 

not found- 

Embodiment 91 : A compound according to embodiment 89 Error! R e for o nco sourc e 

not found. , wherein 

G 1 is C^-alkyl, C 2 -6-alkenyl, C 2 _ 6 -alkynyl, C 3 -i 0 -cycloalkyl or C 3 -io-heterocyclyl, 
optionally substituted with one or more substituents selected from the group 
consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 , C 3 _ 10 -cycloalkyl and C^-alkyl, 
wherein 

R 18 and R 19 are as defined for embodiment 1 Error! R e f e r e nc e sourc e 
not found. . 

Embodiment 92: A compound according to embodiment 90 Error! Referenc e sourc e 
not found, or embodiment 91 Error! R e f e r e nc e source not found. , wherein 

G 1 is d-6-alkyl, C 2 - 6 -alkenyl, C 2 . 6 -alkynyl, C 3 . 10 -cycloalkyl or C 3 _ 10 -heterocyclyl, 
optionally substituted with one or more substituents selected from the group 
consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 and Ci_ 6 -alkyl, wherein 

R 18 and R 19 are as defined for embodiment 1 Error! R e f e r e nc e sourc e 
not found. . 

Embodiment 93: A compound according to any of embodiments 89 Error! R e f e r e nc e 
sourc e not found, to 92 Error! R e ference sourc e not found. , wherein 

R 18 and R 19 , independently of each other, are hydrogen, C^-alkyl, 
heteroaryl-Cve-alkylene-, aryl-C^e-alkylene-, Ci_6-alkyl-arylene-, 
d^-alkyl-heteroarylene-, heteroaryl, or aryl. 

Embodiment 94: A compound according to embodiment 93 Error! R e foronce source 
not found. , wherein 
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R 18 and R 19 , independently of each other, are hydrogen, C^-alkyl, 
Ca-io-heteroaryl-C^-alkylene-, C^o-aryl-C^-alkylene-, Cr-e-alkyl-C^o-arylene-, 
Ci. 6 -alkyl-C3. 10 -heteroarylene-, C 3 . 10 -heteroaryl, or C 3 -io-aryl. 

Embodiment 95: A compound according to embodiment 94 Error! Roforonco sourc e 
not found. , wherein 

R 18 and R 19 , independently of each other, are hydrogen or d-e-alkyl. 

Embodiment 96: A compound according to embodiment 95 Error! R e for o nco sourc e 
not found. , wherein 

R 18 is hydrogen. 

Embodiment 97: A compound according to embodiment 95 Error! R e f e r e nc e sourc e 
not found, or 96 Error! R e foronco sourc e not found. , wherein 
R 19 is hydrogen. 

Embodiment 98: A compound according to embodiment 90 Error! R e f e r e nc e sourc e 
not found, or embodiment 92 Error! R e foronco sourc e not found. , wherein 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 

Embodiment 99: A compound according to any of embodiments 1 Error! R e f o ronco 
sourc e not found, to 88 Error! R e f e r e nc e sourco not found. , wherein 

G 1 is alkyl or cycloalkyl, optionally substituted with one or more substituents 
selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 and 
d-e-alkyl, 

or G 1 is aryl optionally substituted with one or more substituents R 40 , R 41 , and 
R 42 , wherein R 18 , R 19 f R 40 , R 41 , and R 42 are as defined for embodiment 1 Efrort 
Rof e renco sourc e not found. . 



23 



Attorney Docket No. 651 1 .204-US 
Polisetti et al. et al. 

Serial No. 10/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

Embodiment 100: A compound according to embodiment 99 Error! R e foronco sourc e 

not found. , wherein 

G 1 is Cve-alkyl or C 3 _ 10 -cycloalkyl, optionally substituted with one or more 
substituents selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , 
-NR 18 R 19 and C^-alkyl, 

or G 1 is C 3 . 10 -aryl optionally substituted with one or more substituents R 40 , R 41 , 
and R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined for embodiment! 
Error! R e f e rence source not found. . 

Embodiment 101: A compound according to embodiment 99 Error! R e fer e nce sourc e 
not found, or embodiment 100 Error! R e f e r e nc e sourc e not found. , wherein 
R 18 and R 19 , independently of each other, are hydrogen, C^-alkyl, 
heteroaryl-C^-e-alkylene-, aryl-C^-alkylene-, d-e-alkyl-arylene-, 
C^e-alkyl-heteroarylene-, heteroaryl, or aryl. 

Embodiment 102: A compound according to embodiment 101 Error! R e f e r e nce sourc e 

not found. , wherein 

R 18 and R 19 , independently of each other, are hydrogen, d-e-alkyl, 
C^o-heteroaryl-Ci-e-alkylene-, d-io-aryl-d-e-alkylene-, d-6-alkyl-C 3 _ 10 -arylene-, 
d-6-alkyl-C 3 _ 10 -heteroarylene-, C 3 _ 10 -heteroaryl, or C 3 . 10 -aryl. 

Embodiment 103: A compound according to embodiment 102 Error! R e f e r e nce sourc e 
not found. , wherein 

R 18 and R 19 , independently of each other, are hydrogen or d-e-alkyl. 

Embodiment 104: A compound according to embodiment 103 Error! Ref e r e nc e source 
not found. , wherein 

R 18 is hydrogen. 

Embodiment 105: A compound according to embodiment 103 Error! R e f e r e nce source 
not found, or 104 Error! R e fer e nc e sourc e not found. , wherein 
R 19 is hydrogen. 
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Embodiment 106: A compound according to embodiment 99 Error! R e f e r e nc e sourc e 
not found, or embodiment 100 Error! Roforonce sourc e not found. , wherein 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 



Embodiment 107: A compound according to any of embodiments 99 Error! R e f e r e nc e 
source not found, to 106 Error! R e f e renc e sourc e not found. , wherein 
R 40 , R 41 , and R 42 independently of each other are 
halogen, -CN, -N0 2 , d-e-alkyl, -CHF 2 , -CF 3 , -OR 54 , -NR 54 R 55 , -SR 54 , 
-NR 54 S(0) 2 R 55 , -S(0) 2 NR 54 R 55 , -S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , 
-C(0)NR 54 R 55 , -OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , 
-CH 2 C(0)OR 54 , -OCH 2 C(0)NR 54 R 55 , -CH^R 54 , -CH 2 NR 54 R 55 , and -C(0)OR 54 ; 
or 

C 2 _ 6 -alkenyl and C 2 _ 6 -alkynyl, which may optionally be substituted with one or 
more substituents selected from -CN, -CF 3j -OCF 3 , -OR 54 , -NR 54 R 55 and 
d-e-alkyl, wherein 

R 54 and R 55 independently of each other are hydrogen, d-e-alkyl, 

d-e-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-d_ 6 -alkylene-, 

heteroaryl-d. 6 -alkylene-, heteroaryl, oraryl; 

or 

R 54 and R 55 , when attached to the same nitrogen atom, together with 
the said nitrogen atom may form a 3 to 8 membered heterocyclic ring 
optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds. 



Embodiment 108: A compound according to embodiment 107 Error! R e f e r e nc e sourc e 

not found. , wherein 

R 54 and R 55 independently of each other are hydrogen, or d. 6 -alkyl, 
d-e-alkyl-d-io-arylene-, d^-alkyl-C^o-heteroarylene-, C 3 _ 10 -aryl-d-6-alkylene-, 
d-io-heteroaryl-Cve-alkylene-, C 3 _i 0 -heteroaryl, or C 3 .i 0 -aryl. 
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Embodiment 109: A compound according to embodiment 108 Error! Roforonco sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or Ci. 6 -alkyl. 

Embodiment 1 10: A compound according to embodiment 109 Error! Roforonco sourc e 

R 54 is hydrogen. 

Embodiment 1 1 1 : A compound according to embodiment 109 Error! R e for o nco sourc e 
not found, or embodiment 110 Error! R e forenc e sourc e not found. , wherein 
R 55 is hydrogen. 

Embodiment 1 12: A compound according to any of embodiments \ Error! R e f e r e nc e 
sourc e not found, to 88 Error! R e for e nc e sourc e not found. , wherein 

G 1 is aryl or heteroaryl, optionally substituted with one or more substituents R 40 , 
R 41 , and R 42 , wherein 

R 40 , R 41 , and R 42 are as defined for embodiment 1 Error! R e f e r e nc e 
sourc e not found. . 

Embodiment 1 1 3: A compound according to embodiment 112 Error! Reforence sourc e 
not found. , wherein 

G 1 is C 3 . 10 -aryl or C 3 _ 10 -heteroaryl, optionally substituted with one or more 
substituents R 40 , R 41 , and R 42 , wherein 

R 40 , R 41 , and R 42 are as defined for embodiment 1 Error! R e f e renc e 
sourc e not found. . 

Embodiment 1 14: A compound according to embodiment 112 Error! Referenc e sourc e 
not found. , wherein 

G 1 is aryl, optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 

wherein 

R 40 , R 41 , and R 42 are as defined for embodiment 1 Error! R e f e r e nc e 
source not found. . 
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Embodiment 1 15: A compound according to embodiment V\4 Error! R e ferenc e sourc e 
not found. , wherein 

G 1 is C^o-aryl, optionally substituted with one or more substituents R 40 , R 41 , 

and R 42 , wherein 

R 40 , R 41 , and R 42 are as defined for embodiment 1 Error! Rofor e nc e 
source not found. . 



Embodiment 1 16: A compound according to any of embodiments 112 Error! Roforonc e 
sourc e not found, to 115 Error! Ref o r o nc o sourc e not found. , wherein 
R 40 , R 41 , and R 42 independently of each other are 
halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OR 54 , -NR 54 R 55 , -SR 54 , 
-NR 54 S(0) 2 R 55 , -S(0) 2 NR 54 R 55 , -S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , 
-C^NR^R 55 , -OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , 
-CH 2 C(0)OR 54 , -OCH 2 C(0)NR 54 R 55 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , and -C(0)OR 54 ; 
or 

C 2 . 6 -alkenyl and C 2 _ 6 -alkynyl, which may optionally be substituted with one or 
more substituents selected from -CN, -CF 3 , -OCF 3 , -OR 54 , -NR 54 R 55 and 
C^-alkyl, wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

C^e-alkyl-arylene-, d-e-alkyl-heteroarylene-, aryl-C^-alkylene-, 

heteroaryl-Ct-6-alkylene-, heteroaryl, or aryl; 

or 

R 54 and R 55 , when attached to the same nitrogen atom, together with 
the said nitrogen atom may form a 3 to 8 membered heterocyclic ring 
optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds. 



Embodiment 1 17: A compound according to embodiment 116 Error! R e fer e nc e sourc e 
not found. , wherein 
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R 54 and R 55 independently of each other are hydrogen, or d_ 6 -alkyl, 
Ci-e-alkyl-C^io-arylene-, C^e-alkyl-C^io-heteroarylene-, C^o-aryl-Ci-e-alkylene-, 
C^io-heteroaryl-d-e-alkylene-, C 3 . 10 -heteroaryl, or C 3 _ 10 -aryl. 

Embodiment 118: A compound according to embodiment 117 Error! Rofer e nc o sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or C^-alkyl. 

Embodiment 1 1 9: A compound according to embodiment 118 Error! Ref e r e nc e sourc e 
not found. , wherein 

R 54 is hydrogen. 

Embodiment 120: A compound according to embodiment 118 Error! R e f e rence sourc e 
not found, or embodiment 119 Error! R e f e r e nc e sourc e not found. , wherein 
R 55 is hydrogen. 

Embodiment 121: A compound according to embodiment 114 Error! R e f e r e nc e sourc e 
not found. , wherein 



R 56 , R 57 , R 58 , R 59 , and R 60 , independently of each other, are hydrogen or halogen, -CN, 
-N0 2 , Cus-alkyl, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , 
-SCF 3 , -OR 61 , -NR 61 R 62 , -SR 61 , -NR 61 S(0) 2 R 62 , -S(0) 2 NR 61 R 62 , -S(0)NR 61 R 62 , -S(0)R 61 , 
-S(0) 2 R 61 , -C(0)NR 61 R 62 , -OC(0)NR 61 R 62 , -NR 61 C(0)R 62 , -CH 2 C(0)NR 61 R 62 , 
-CH 2 C(0)OR 61 , -OCH 2 C(0)NR 61 R 62 , -CH 2 OR 61 , -CH 2 NR 61 R 62 , -OC(0)R 61 , -C(0)R 61 and 
-C(0)OR 61 ; or 

C 2 . 6 -alkenyl and C 2 ^-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 61 , -NR 61 R 62 and C^-alkyl; 



G is 



R 



57 




, wherein 



28 



Attorney Docket No. 65 1 1 .204-US 
Polisetti et al. et al. 

Serial No. 10/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

C 3 -io-cycloa1kyl, C 4 -8-cycloalkenyl, heterocyclyl, C^o-cycloalkyl-Cve-alkylene-, 
C 3 -io-cycloalkyl-Ci. 6 -alkoxy-, C 3 -io-cycloalkyloxy, C 3 - 10 -cycloalkyl-d. 6 -alkylthio-, 
C 3 . 10 -cycloalkylthio, C 3 - 10 -cycloalkyl-C 2 -6-alkenylene-, C 3 _ 10 -cycloalkyl-C 2 . 6 -alkynylene-, 
C^-cycloalkenyl-Cve-alkylene-, C 4 _ 8 -cycloalkenyl-C 2 - 6 -alkenylene-, 
C 4 -8-cycloalkenyl-C 2 -6-alkynylene-, heterocyclyl-Ci- 6 -alkylene-, 
heterocyclyl-C 2 . 6 -alkenylene-, heterocyclyl-C^-alkynylene-; or 
aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-d-e-alkoxy-, aryl-Ci. 6 -alkylene-, 
aryl-C 2 _ 6 -alkenylene-, aryl-C^-alkynylene-, heteroaryl, heteroaryl-d-e-alkylene-, 
heteroaryl-C 2 . 6 -alkenylene- and heteroaryl-C 2 . 6 -alkynylene-, of which the aryl and 
heteroaryl moieties optionally may be substituted with one or more substituents selected 
from halogen, -C(0)OR 61 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 61 , -NR 61 R 62 or d-e-alkyl, wherein 

R 61 and R 62 independently of each other are hydrogen, d-e-alkyl, 

Cve-alkyl-arylene-, Ci-e-alkyl-heteroarylene-, aryl-d_ 6 -alkylene-, 

heteroaryl-d-e-alkylene-, heteroaryl, or aryl; 

or 

R 61 and R 62 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment 122: A compound according to embodiment 121 Error! Roforonc e sourc e 

not found. , wherein 

R 56 , R 57 , R 58 , R 59 , and R 60 independently of each other are 
halogen, -CN, -N0 2 , d-e-alkyl, -CHF 2 , -CF 3 , -OR 61 , -NR 61 R 62 , -SR 61 , 
-NR 61 S(0) 2 R 62 , -S(0) 2 NR 61 R 62 , -S(0)NR 61 R 62 , -S(0)R 61 , -S(0) 2 R 61 , 
-C(0)NR 61 R 62 , -OC(0)NR 61 R 62 , -NR 61 C(0)R 62 , -CH 2 C(0)NR 61 R 62 , 
-CH 2 C(0)OR 61 , -OCH 2 C(0)NR 61 R 62 , -CH 2 0R 61 , -CH 2 NR 61 R 62 , and -C(0)OR 61 ; 
or 

C 2 - 6 -alkenyl and C 2 _e-alkynyl, which may optionally be substituted with one or 
more substituents selected from -CN, -CF 3 , -OCF 3 , -OR 61 , -NR 61 R 62 and 
Ci-e-alkyI, wherein 
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R 61 and R 62 independently of each other are hydrogen, C^-alkyl, 
d-e-alkyl-arylene-, d-e-alkyl-heteroarylene-, aryl-d-e-alkylene-, 
heteroaryl-Ci-e-alkylene-, heteroaryl, or aryl; 
or 

R 61 and R 62 , when attached to the same nitrogen atom, together with 
the said nitrogen atom may form a 3 to 8 membered heterocyclic ring 
optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds. 



Embodiment 123: A compound according to embodiment 121 Error! R e foronco sourc e 
not found, or embodiment 122 Error! R e f o r o nc o source not found. , wherein R 24 or 
R 25 is -OR 61 . 



Embodiment 124: A compound according to embodiment 122 Error! R e ferenc e sourc e 

not found. , wherein 

R 61 and R 62 independently of each other are hydrogen, or d-e-alkyl, 
d-6-alkyl-C 3 -io-arylene-, d-e-alkyl-d-io-heteroarylene-, Ca-io-aryl-CWalkylene-, 
Cs-io-heteroaryl-d-e-alkylene-, C 3 -io-heteroaryl, or C 3 _ 10 -aryl. 

Embodiment 125: A compound according to embodiment 124 Error! R e ference sourc e 
not found. , wherein 

R 61 and R 62 independently of each other are hydrogen or d-e-alkyl. 

Embodiment 126: A compound according to embodiment 125 Error! R e f e r e nc e sourc e 
not found. , wherein 

R 61 is hydrogen. 

Embodiment 127: A compound according to embodiment 125 Error! Reforonc o sourc e 
not found, or embodiment 126 Error! Ref e r e nc e source not found. , wherein 
R 62 is hydrogen. 
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Embodiment 128: A compound according to any of embodiments 121 Error! Roforonc e 
source not found, to 127 Error! Roforonco source not found. , wherein 
at least one of R 56 , R 57 , R 58 , R 59 , and R 60 are hydrogen. 

Embodiment 129: A compound according to embodiment 128 Error! R e foronc e sourc e 
not found. , wherein 

at least two of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment 130: A compound according to embodiment 129 Error! R e ferenc e sourc e 
not found. , wherein 

at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment 131: A compound according to any of embodiments 1 Error! R e f e r e nce 
source not found, to 130 Error! Ref e renc e source not found. , wherein 

L 2 is a direct bond, d_ 6 -alkylene, C 2 - 6 -alkenylene, C 2 - 6 -alkynylene, -N-R 20 -, 
-C^-alkylene-N(R 20 )-, -C 2 -6-alkenylene-N(R 20 )-, or -C 2 - 6 -alkynylene-N(R 20 )-, 
wherein 

R 20 is as defined for embodiment 1 Error! R e ferenc e sourc e not 
found. . 

Embodiment 132: A compound according to any of embodiments 1 Error! R e f e r e nc e 
sourc e not found, to 127 Error! R e ference sourc e not found. , wherein 

L 2 is -N-R 20 -, -alkylene-N(R 20 )-, -alkenylene-N(R 20 )-, or -alkynylene-N(R 20 )-, 

wherein 

R 20 is as defined for embodiment 1 Error! Ref e r e nc e sourc e not 
found. . 

Embodiment 133: A compound according to embodiment 131 Error! Reference source 
not found, or embodiment 132 Error! R e f o ronc e source not found. , wherein 
L 2 is -N-R 20 -, -d-e-alkylene-NCR 20 )-, -C 2 ^-alkenylene-N(R 20 )-, or 
-C 2 ^-alkynylene-N(R 20 )-, wherein 

R 20 is as defined for embodiment 1 Error! R e f e rence source not 
found. . 
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Embodiment 134: A compound according to embodiment 133 Error! Roforonco sourco 
not found. , wherein 

L 2 is -N-R 20 -, wherein 

R 20 is as defined for embodiment 1 Error! Roforonco sourco not 

fr\t inH 

Embodiment 135: A compound according to embodiment 131 Error! Ref o r o nce sourc e 
not found. , wherein 

L 2 is a direct bond. 

Embodiment 136: A compound according to any of embodiments 1 Error! Rofer e nc e 
sourc e not found, to 134 Error! R e foronco sourc e not found. , wherein 
R 20 is hydrogen, or 

R 20 is d-6-alkyl, C 2 ^-alkenyl, C 2 - 6 -alkynyl, C 3 -i 0 -cycloalkyl-W 3 -, 
C 3 -io-heterocyclyl-W 3 -, C 3 -i 0 -aryl-W 3 -, or C 4 -io-heteroaryl-W 3 -, optionally 
substituted with one or more substituents R 30 , R 31 , and R 32 wherein 

W 3 , R 30 , R 31 , and R 32 are as defined for embodiment 1 Error! 

Rofor e nc e sourco not found. . 

Embodiment 137: A compound according to embodiment 136 Error! R e f e r e nc e sourc e 
not found. , wherein 

W 3 is alkylene. 

Embodiment 138: A compound according to embodiment 137 Error! Reforonc e sourco 
not found. , wherein 

W 3 is C 2 . 6 -alkylene. 

Embodiment 139: A compound according to embodiment 136 Error! Roforonce sourco 
not found. , wherein 

W 3 is a direct bond. 
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Embodiment 140: A compound according to any of embodiments 1 Error! R e fer e nc e 
sourc e not found- to 134 Error! R e foronco sourc e not found. , wherein 

R 20 is hydrogen, alkyl, alkenyl, or alkynyl, optionally substituted with one or 
more substituents R 30 , R 31 , and R 32 wherein 

R 30 , R 31 , and R 32 are as defined for embodiment 1 Error! R e f e r e nc e 
source not found, . 

Embodiment 141 : A compound according to any of embodiments 136 Error! Referenc e 
sourc e not found, to 140 Error! Reference sourc e not found. , wherein 
R 20 is hydrogen, or 

R 20 is d-6-alkyl, C^-alkenyl, or C^-alkynyl, optionally substituted with one or 
more substituents R 30 , R 31 , and R 32 wherein 

R 30 , R 31 , and R 32 are as defined for embodiment 1 Error! R e f e r e nc e 

sourc e not found. . 

Embodiment 142: A compound according to any of embodiments 1 Error! R e f e r e nc e 
sourc e not found, to 141 Error! R e ference sourc e not found. , wherein 

R 30 , R 31 , and R 32 independently of each other are selected from -CHF 2 , -CF 3 , 
-OCF 3 , -OCHF 2 , -OCH2CF3, -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 52 , -NR 52 R 53 , 
-SR52, -NR 52 S(0) 2 R 53 , -S(0) 2 NR 52 R 53 , -S(0)NR 52 R 53 , -S(0)R 52 , -S(0) 2 R 52 , 
-C(0)NR 52 R 53 , -OC(0)NR 52 R 53 , -NR 52 C(0)R 53 , -CH 2 C(0)NR 52 R 53 , 
-OCH 2 C(0)NR 52 R 53 , -CH 2 OR 52 , -CH 2 NR 52 R 53 , -OC(0)R 52 , -C(0)R 52 and 
-C(0)OR 52 , wherein 

R 52 and R 53 are as defined for embodiment 1 Error! Reference source 
not found. . 

Embodiment 143: A compound according to embodiment 142 Error! R e f e r e nc e sourc e 

not found. , wherein 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 
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Embodiment 144: A compound according to any of embodiments 1 Error! R e f e r e nc e 
source not found, to 142 Error! Roforonco sourc e not found. , wherein 
R 52 and R 53 independently of each other are hydrogen, C^-alkyl, 
aryl-d-e-alkylene- heteroaryl-Ci_ 6 -alkylene- heteroaryl, or aryl. 

Embodiment 145: A compound according to embodiment 144 Error! Roforenco sourc e 
not found. , wherein 

R 52 and R 53 independently of each other are hydrogen, C^-alkyl, 

aryl-d-e-alkylene-or aryl. 

Embodiment 146: A compound according to embodiment 145 Error! Refer e nce sourc e 
not found. , wherein 

R 52 and R 53 independently of each other are hydrogen or C^-alkyl. 

Embodiment 147: A compound according to embodiment 146 Error! R e f o ronco source 
not found. , wherein 

R 52 is hydrogen. 

Embodiment 148: A compound according to embodiment 146 Error! Roforonco sourc e 
not found, or embodiment 147 Error! R e ferenc e sourc e not found. , wherein 
R 53 is hydrogen. 

Embodiment 149: A compound according to embodiment 141 Error! Referenc e sourc e 
not found. , wherein 

R 20 is hydrogen. 

Embodiment 150: A compound according to any of embodiments 1 Error! Refer e nc e 
source not found, to 149 Error! R e foronco source not found. , wherein 
L 3 is -C(O)-. 

Embodiment 151 : A compound according to any of embodiments 1 Error! Roforenc e 
source not found, to 150 Error! R e foronco sourco not found. , wherein 
R 1 is hydrogen, or 
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R 1 is-Gi-e-alkyl, C 2 - 6 -alkenyl, C 2 . 6 -alkynyl, C 3 _ 10 -cycloalkyl-W 4 -, C 3 _ 10 -heterocyclyl- 
W 4 -, C 3 - 10 -aryl-W 4 -, or C 4 -icrheteroaryl-W 4 -, optionally substituted with one or 
more substituents R 33 , R 34 , and R 35 wherein 

W 4 , R 33 , R 34 , and R 35 are as defined for embodiment 1 Error ! 

Rof o ronco source not found- 

Embodiment 152: A compound according to embodiment 151 Error! R o foronco sourc e 
not found. , wherein 

W 4 is alkylene. 

Embodiment 153: A compound according to embodiment 152 Error! R e foronc e sourc e 
not found. , wherein 

W 4 is C 2 -6-alkylene. 

Embodiment 154: A compound according to embodiment 151 Error! R e foronc e sourc e 
not found. , wherein 

W 4 is a direct bond. 

Embodiment 155: A compound according to any of embodiments 1 Error! R e f e r e nc e 
sourc e not found, to 150 Error! R e f e r e nc e source not found. , wherein 

R 1 is hydrogen, alkyl, alkenyl, or alkynyl, optionally substituted with one or more 
substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined for embodiment 1 Error! Roforonco 
sourc e not found. . 

Embodiment 156: A compound according to any of embodiments 151 Error! Ref e rence 
sourc e not found, to 155 Error! R e f e r e nc e source not found. , wherein 

R 1 is hydrogen, d-e-alkyl, (Walkenyl, or C 2 ^-alkynyl, optionally substituted with 
one or more substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined for embodiment 1 Error! R e ferenc e 
source not found. . 



35 



Attorney Docket No. 651 1.204-US 
Polisetti et al. et al. 

Serial No. 1 0/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

Embodiment 1 57: A compound according to embodiment 156 Error! Ref o r o nco sourc e 
not found. , wherein 

R 1 is hydrogen or Ci_ 6 -alkyl optionally substituted with one or more substituents 
R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined for embodiment 1 Error! Rof o ronc e 
sourc e not found. . 

Embodiment 158: A compound according to any of embodiments 1 Error! Referenc e 
sourc e not found, to 157 Error! Ref e r e nc e source not found. , wherein 

R 33 , R 34 , and R 35 independently of each other are selected from -CHF 2 , -CF 3 , 
-OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2> -S(0) 2 CF 3 , -SCF 3 , -OR 52 , -NR 52 R 53 , 
-SR 52 , -NR 52 S(0) 2 R 53 , -S(0) 2 NR 52 R 53 , -S(0)NR 52 R 53 , -S(0)R 52 , -S(0) 2 R 52 , 
-C(0)NR 52 R 53 , -OC(0)NR 52 R 53 , -NR 52 C(0)R 53 , -CH 2 C(0)NR 52 R 53 , 
-OCH 2 C(0)NR 52 R 53 , -CH 2 OR 52 , -CH 2 NR 52 R 53 , -OC(0)R 52 , -C(0)R 52 and 
-C(0)OR 52 , wherein 

R 52 and R 53 are as defined for embodiment 1 Error! R e ference source 
not found. . 

Embodiment 159: A compound according to embodiment 157 Error! Ref e r e nc e sourc e 

not found. , wherein 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment 160: A compound according to embodiment 157 Error! R e f e r e nce source 

not found. , wherein 

R 52 and R 53 independently of each other are hydrogen, C^-alkyl, 
aryl-Ci-e-alkylene- heteroaryl-C^-alkylene- heteroaryl, or aryl. 

Embodiment 161 : A compound according to embodiment 160 Error! R e f e rence source 
not found. , wherein 
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R 52 and R 53 independently of each other are hydrogen, C^-alkyl, 
aryl-Ci-e-alkytene-or aryl. 

Embodiment 162: A compound according to embodiment 161 Error! R e foronco source 
not found. , wherein 

R 52 and R 53 independently of each other are hydrogen or C^-alkyl. 

Embodiment 163: A compound according to embodiment 162 Error! Rofor e nco sourc e 
not found. , wherein 

R 52 is hydrogen. 

Embodiment 164: A compound according to embodiment 162 Error! Referenc e sourc e 
not found, or embodiment 163 Error! R e ferenc e source not found. , wherein 
R 53 is hydrogen. 

Embodiment 165: A compound according to embodiment 157 Error! Reforonco source 
not found. , wherein 

R 1 is hydrogen. 

Embodiment 166: A compound according to any of embodiments 1 Error! Ref e r e nc e 
source not found, to 165 Error! Refer e nc e source not found. , wherein 

G 2 is heteroaryl, fused heterocyclylheteroaryl, or fused cycloalkylheteroaryl, 
optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein 
said heteroaryl group posesses a nitrogen atom adjacent to the atom joining G 2 
with -N(R 1 )-, and wherein 

R 43 , R 44 , and R 45 are as defined for embodiment 1 Error! Referenc e 
source not found. . 

Embodiment 167: A compound according to embodiment 166 Error! Reference sourc e 

not found. , wherein 

G 2 is heteroaryl optionally substituted with one or more substituents R 43 , R 44 , 
and R 45 , wherein said heteroaryl group posesses a nitrogen atom adjacent to 
the atom joining G 2 with -N(R 1 )-, and wherein 
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R 43 , R 44 , and R 45 are as defined for embodiment 1 Error! R e fer e nc e 
sourc e not found. . 



Embodiment 168: A compound according to embodiment 167 Error! R e ferenc e sourc e 
not found. , wherein 

G 2 is furanyl, thienyl, thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, 
tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, thiadiazolyl, isothiazolyl, 
pyridinyl, pyridazinyl, pyrazinyl, pyrimidinyl, quinolinyl, isoquinolinyl, 
benzofuranyl, benzothiophenyl, indolyl, or indazolyl, optionally substituted with 
one or more substituents R 43 , R 44 , and R 45 , wherein 

R 43 , R 44 , and R 45 are as defined for embodiment 1 Error! Referenc e 
sourc e not found. . 

Embodiment 169: A compound according to any of embodiments 1 Error! Ref e r e nc e 
sourc e not found, to 168 Error! R e ference sourc e not found. , wherein 
R 43 , R 44 , and R 45 independently of each other are selected from 
halogen, -CN, -N0 2 , C^-alkyl, -CHF 2> -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , 
-OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^O^R 55 , 
-S(0) 2 NR 54 R 55 , -S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , -C(0)NR 54 R 55 , 
-OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , -CH^OJOR 54 , 
-OCH 2 C(0)NR 54 R 55 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , -OC(0)R 54 , -C(0)R 54 and 
-qOJOR 54 , wherein 

R 54 and R 55 are as defined for embodiment 1 Error! R e f e r e nc e sourc e 
not found. . 

Embodiment 170: A compound according to embodiment 169 Error! R e ferenc e sourc e 

not found. , wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds, and optionally 
substituted with one or more C^-alkyl groups. 
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Embodiment 171: A compound according to embodiment 170 Error! R o foronce sourc e 

not found. , wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment 172: A compound according to embodiment 169 Error! Ref e r o nco sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

aryl-Cve-alkylene- or aryl. 

Embodiment 173: A compound according to embodiment 172 Error! Reforonco sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

Cs-io-aryl-C^e-alkylene- or C 3 _ 10 -aryl. 

Embodiment 174: A compound according to embodiment 173 Error! R e foronco sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or C^-alkyl. 

Embodiment 175: A compound according to embodiment 174 Error! R e f e r e nc e sourc e 
not found. , wherein 

R 54 is hydrogen. 

Embodiment 176: A compound according to embodiment 174 Error! R o forenc e sourc e 
not found, or embodiment 175 Error! R e fer e nc e sourc e not found. , wherein 
R 55 is hydrogen. 

Embodiment 177: A compound according to embodiment 169 Error! Ref e r e nc e sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or -(CHR 63 ) U -(CHR 64 ) V -Z, 

wherein 
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u is 1 or 2; 
v is 0, 1 or 2; 

R 63 and R 64 independently of each other are hydrogen, Ci_ 6 -alkyl, 
d-e-alkyl-C^io-arylene- C 3 -io-aryl, hydroxy, hydroxy-C^e-alkyl, amino, 
or amino-C 16 -alkyl; 

Z is hydrogen, -C-O-R 65 , -C(0)0-R 65 , -CONR 65 R 66 , C^-alkylamino, or 
diCCve-alkylJ-amino, wherein 

R 65 and R 66 independently of each other is hydrogen or C^-alkyl; 

or 

Z is a five or six membered ring wherein at least one ring atom is 
nitrogen and the remaining ring atoms are either carbon or oxygen. 

Embodiment 178: A compound according to embodiment 177 Error! R e f e r e nc e sourc e 
not found. , wherein 

u is 1; and 

v is 0, or 1. 

Embodiment 179: A compound according to embodiment 177 Error! R e f e r e nc e sourc e 
not found, or embodiment 178 Error! R e f e r e nc e source not found. , wherein 

R 63 and R 64 independently of each other are hydrogen, Ci. 6 -alkyl, hydroxy, 

hydroxy-d-e-alkyl, amino, or amino-C^-alkyl. 

Embodiment 180: A compound according to any of embodiments 177 Error! R e f e r e nce 
sourc e not found, to 179 Error! Roforonco sourc e not found. , wherein 
Z is -C-O-R 65 , or -C(0)0-R 65 , wherein 

R 65 and R 66 independently of each other is hydrogen or C^-alkyl. 

Embodiment 181: A compound according to any of embodiments 177 Error! R e fer e nce 
sourc e not found, to 179 Error! Reference sourc e not found. , wherein 

Z is a five or six membered ring where at least one ring atom is nitrogen and the 

remaining ring atoms are either carbon or oxygen. 
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Embodiment 182: A compound according to embodiment 181 Error! R e fer e nce sourc e 

not found. , wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, one 
ring atom is oxygen and the remaining ring atoms are carbon. 

Embodiment 183: A compound according to embodiment 181 Error! Rof o r o nco sourc e 
not found. , wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, and 

the remaining ring atoms are carbon. 

Embodiment 184: A compound according to any of embodiments 181 Error! Roforonc e 
sourc e not found, to 183 Error! R e foronco source not found. , wherein 
Z is a five or six membered ring wherein one ring atom is nitrogen. 

Embodiment 185: A compound according to any of embodiments 181 Error! Ref e r e nc e 
source not found, to 184 Error! Rof o ronco source not found. , wherein 

a nitrogen atom is the point of attachment of the Z group to the -(CHR 63 )^ 

(CHR 64 ) v -group. 

Embodiment 186: A compound according to any of embodiments 177 Error! Refer e nc e 
source not found, to 185 Error! R e f o ronco source not found. , wherein 
R 55 is hydrogen. 

Embodiment 187: A compound according to any of embodiments 166 Error! Referenc e 
source not found, to 169 Error! R e ferenc e source not found. , wherein 
G 2 is substituted with a substituent R 43 , wherein 

R 43 is halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , 
-OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 54 , -NR 54 R 55 , -SR 54 , 
-NR 54 S(0) 2 R 55 , -S(0) 2 NR 54 R 55 , -S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R M , 
-C(0)NR 54 R 55 , -OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , 
-CH 2 C(0)OR 54 , -OCH 2 C(0)NR 54 R 55 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , 
-OC(0)R 54 , -C(0)R 54 or-C(0)OR 54 , wherein 
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R 54 and R 55 are as defined for embodiment 1 Error! 
R e f e r e nc e sourco not found. . 

Embodiment 188: A compound according to embodiment 187 Error! R e f o ronco sourc e 

not found. , wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds, and optionally 
substituted with one or more C^-alky! groups. 

Embodiment 189: A compound according to embodiment 188 Error! R e f e r e nce sourc e 

not found. , wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment 190: A compound according to embodiment 187 Error! R e f o ronce source 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

aryl-Ci-e-alkylene- or aryl. 

Embodiment 191: A compound according to embodiment 190 Error! Rof o ronco sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

Cs-^-aryl-C^-alkylene- or C 3 . 10 -aryl. 

Embodiment 192: A compound according to embodiment 191 Error! R e f e renc e sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or d^-alkyL 
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Embodiment 193: A compound according to embodiment 192 Error! R e fer e nc e source 
not found. , wherein 

R 54 is hydrogen. 

Embodiment 194: A compound according to embodiment 192 Error! R e ferenc e source 
not found, or embodiment 193 Error! R e f e renc e sourc e not found. , wherein 
R 55 is hydrogen. 

Embodiment 195: A compound according to embodiment 187 Error! R e ferenc e sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or -(CHR 63 ) U -(CHR 64 ) V -Z, 

wherein 

u is 1 or 2; 
v is 0, 1 or 2; 

R 63 and R 64 independently of each other are hydrogen, d-e-alkyl, 
d-e-alkyl-Ca-io-arylene- C 3 -io-aryl, hydroxy, hydroxy-C^-alkyl, amino, 
or amino-Ci-6-alkyl; 

Z is hydrogen, -C-O-R 65 , -C(0)0-R 65 , -CONR 65 R 66 , C^-alkylamino, or 
di(Ci- 6 -alkyl)-amino, wherein 

R 65 and R 66 independently of each other is hydrogen or d^-alkyl; 

or 

Z is a five or six membered ring wherein at least one ring atom is 
nitrogen and the remaining ring atoms are either carbon or oxygen. 

Embodiment 196: A compound according to embodiment 195 Error! R e f e r e nc e sourc e 
not found. , wherein 

u is 1; and 

v is 0, or 1. 

Embodiment 197: A compound according to embodiment 195 Error! R e fer e nce sourc e 
not found, or embodiment 196 Error! R e ferenc e sourc e not found. , wherein 

R 63 and R 64 independently of each other are hydrogen, C^-alkyl, hydroxy, 

hydroxy-C^-alkyl, amino, or amino-d-e-alkyl. 
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Embodiment 198: A compound according to any of embodiments 195 Error! Roforenc e 
sourc e not found, to 197 Error! R e foronce sourco not found. , wherein 
Z is -C-O-R 65 , or -C(0)0-R 65 , wherein 

R 65 and R 66 independently of each other is hydrogen or Ci_ 6 -alkyl. 

Embodiment 199: A compound according to any of embodiments 195 Error! Roforenc e 
sourc e not found, to 197 Error! R e fer e nce source not found. , wherein 

Z is a five or six membered ring where at least one ring atom is nitrogen and the 

remaining ring atoms are either carbon or oxygen. 

Embodiment 200: A compound according to embodiment 199 Error! Reforonce sourc e 

not found. , wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, one 
ring atom is oxygen and the remaining ring atoms are carbon. 

Embodiment 201 : A compound according to embodiment 199 Error! Ref e r e nce sourc e 
not found. , wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, and 

the remaining ring atoms are carbon. 

Embodiment 202: A compound according to any of embodiments 199 Error! Roforence 
sourco not found, to 201 Error! R e ferenc e sourco not found. , wherein 
Z is a five or six membered ring wherein one ring atom is nitrogen. 

Embodiment 203: A compound according to any of embodiments 199 Error! Roforenc e 
sourc e not found, to 202 Error! R e foronce sourco not found. , wherein 

a nitrogen atom is the point of attachment of the Z group to the -(CHR 63 ) U - 

(CHR 64 ) v -group. 

Embodiment 204: A compound according to any of embodiments 195 Error! Ref e r e nc e 
sourco not found, to 203 Error! Reforonc e source not found. , wherein 
R 55 is hydrogen. 
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Embodiment 205: A compound according to embodiment 187 Error! R e ferenc e sourc e 
not found, , wherein 

R 43 is -CH 2 C(0)OR 54 , wherein 

R 54 is as defined for embodiment 1 Error! R e f e rence source not 

found, . 

Embodiment 206: A compound according to embodiment 205 Error! R e f e renc e sourc e 
not found. , wherein 

R 54 is hydrogen, C^-alkyl, aryl-C^-alkylene- or aryl. 

Embodiment 207: A compound according to embodiment 206 Error! Referenc e sourc e 
not found- , wherein 

R 54 is hydrogen, Ci- 6 -alkyl, C^o-aryl-Ct-e-alkylene- or C 3 -io-aryl. 

Embodiment 208: A compound according to embodiment 207 Error! R e f e r e nc e sourc e 
not found. , wherein 

R 54 is hydrogen or d_ 6 -alkyl. 

Embodiment 209: A compound according to embodiment 208 Error! R e fer e nc e sourc e 
not found, , wherein 

R 54 is hydrogen. 

Embodiment 210: A compound according to any of embodiments 187 Error! Refer e nce 
sourc e not found, to 209 Error! R e f e r e nc e source not found- , wherein 

R 43 is attached to the atom adjacent to the nitrogen atom adjacent to to the 

atom joining G 2 with -N(R 1 )-. 

Embodiment 21 1 : A compound according to any of embodiments 166 Error! R e f e r e nce 
sourc e not found, to 210 Error! R e f e r e nce source not found- , wherein 
G 2 is 
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^ or , wherein 

R 43 , R 44 , and R 45 independently of each other are hydrogen or as defined for 
embodiment 1 Error! Reference source not found- 
Embodiment 212: A compound according to embodiment 211 Error! R e foronco sourc e 
not found. , wherein 



G 2 is 




/<y N Y R 



r 4 *' - R 44 
or , wherein 

R 43 , R 44 , and R 45 independently of each other are hydrogen or as defined for 

embodiment 1 Error! R e f o ronco source not found. . 

Embodiment 213: A compound according to embodiment 211 Error! R e f e r e nc e sourc e 
not found, or embodiment 212 Error! R e foronce sourc e not found. , wherein 

R 43 , R 44 , and R 45 independently of each other are selected from hydrogen, 
halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3l 
-OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 54 , -NR 54 R 55 , -SR 54 , -NR 54 S(0) 2 R 55 , 
-S(0) 2 NR 54 R 55 , -S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , -C(0)NR 54 R 55 , 
-OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , -CH 2 C(0)OR 54 , 
-OCH 2 C(0)NR 54 R 55 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , -OC(0)R 54 , -CfOJR^and 
-C(0)OR 54 , wherein 

R 54 and R 55 are as defined for embodiment 1 Error! R e foronc e source 
not found. . 



Embodiment 214: A compound according to embodiment 213 Error! Reforonc e sourc e 
not found. , wherein 
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R 43 is halogen, -CN, -N0 2j C^-alkyl, -CHF 2> -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , 
-OCF 2 CHF 2 , -S(0) 2 CF 3j -SCF 3 , -OR 54 , -NR 54 R 55 , -SR 54 , -NR 54 S(0) 2 R 55 , 
-S(0) 2 NR 54 R 55 , ~S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , -CCOJNR^R 55 , 
-OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , -CH 2 C(0)OR 54 , 
-OCH 2 C(0)NR 54 R 55 , ~CH 2 OR 54 , -CH 2 NR 54 R 55 , -OC(0)R 54 , -C(0)R 54 or 
-C(0)OR 54 , wherein 

R 54 and R 55 are as defined for embodiment 1 Error! Rof o ronco sourc e 

not found. . 

Embodiment 21 5: A compound according to embodiment 213 Error! R e f o ronco sourc e 
not found, or 214 Error! R e f e r e nc e source not found. , wherein 

R 43 is -C(0)OR 54 , -CH 2 C(0)OR 54 , -C(0)NR 54 R 55 , or -CH 2 C(0)NR 54 R 55 , wherein 

R 54 and R 55 are as defined for embodiment 1 Error! Ref e renc e sourc e 

not found. . 

Embodiment 216: A compound according to embodiment 214 Error! R e f e r e nc e sourc e 
not found, or 215 Error! R e ferenc e source not found. , wherein 
R 44 is alkyl or hydrogen. 

Embodiment 217: A compound according to embodiment 216 Error! R e f e r e nc e sourc e 
not found. , wherein 

R 44 is C^-alky! or hydrogen. 

Embodiment 218: A compound according to embodiment 217 Error! R e foronco sourc e 
not found. , wherein 

R 44 is hydrogen. 

Embodiment 219: A compound according to embodiment 213 Error! R e ference source 

not found. , wherein 

R 44 is halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2> -OCH 2 CF 3 , 
-OCF 2 CHF 2l -S(0) 2 CF 3 , -SCF 3l -OR 54 , -NR^R 55 , -SR 54 , -NR 54 S(0) 2 R 55 , 
-S(0) 2 NR 54 R 55 , -S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , -C(0)NR 54 R 55 , 
-OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , -CH 2 C(0)OR 54 , 
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-OCH 2 C(0)NR 54 R 55 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , -OC(0)R 54 , -C(0)R 54 or 
-C(0)OR 54 , wherein 

R 54 and R 55 are as defined for embodiment 1 Error! Ref e rence sourc e 

not found. . 

Embodiment 220: A compound according to embodiment 213 Error! R e ferenc e sourc e 
not found, or embodiment 219 Error! Ref e r e nc e source not found. , wherein 

R 44 is -C(0)OR 54 , -CH 2 C(0)OR 54 , -C(0)NR 54 R 55 , or -CH 2 C(0)NR 54 R 55 , wherein 

R 54 and R 55 are as defined for embodiment 1 Error! R e fer e nc e sourc e 

not found. . 

Embodiment 221: A compound according to embodiment 219 Error! Refer e nce sourc e 
not found- or 220 Error! R e f e r e nc e source not found. , wherein 
R 43 is alkyl or hydrogen. 

Embodiment 222: A compound according to embodiment 22T Error! Refer e nc e sourc e 
not found- , wherein 

R 43 is Ci-6-alkyl or hydrogen. 

Embodiment 223: A compound according to embodiment 222 Error! Referenc e sourc e 
not found. , wherein 

R 43 is hydrogen. 

Embodiment 224: A compound according to any of embodiments 211 Error! Reference 
source not found, to 223 Error! R e ference sourc e not found. , wherein 
R 45 is hydrogen. 

Embodiment 225: A compound according to any of embodiments 211 Error! Referenc e 
source not found, to 224 Error! R e f o r o nco sourc e not found. , wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
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sulfur, and optionally containing one or two double bonds, and optionally 
substituted with one or more C^-alkyl groups. 

Embodiment 226: A compound according to embodiment 225 Error! Roforonco sourc e 

not found. , wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment 227: A compound according to any of embodiments 211 Error! R e fer e nc e 
sourc e not found, to 224 Error! R e f e rence sourc e not found. , wherein 

R 54 and R 55 independently of each other are hydrogen, C 1 . 6 -alkyl, 

aryl-Ci-e-alkylene- or aryl. 

Embodiment 228: A compound according to any of embodiments 211 Error! Referenc e 
sourc e not found, to 224 Error! R e ference source not found. , wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

aryl-C^e-alkylene- or aryl. 

Embodiment 229: A compound according to embodiment 228 Error! R e ference sourc e 
not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or C^e-alkyl. 

Embodiment 230: A compound according to embodiment 229 Error! R e ference sourc e 
not found. , wherein 

R 54 is hydrogen. 

Embodiment 231 : A compound according to any of embodiments 211 Error! Refer e nc e 
source not found, to 230 Error! Roforonco source not found. , wherein 
R 55 is hydrogen. 
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Embodiment 232: A compound according to any of embodiments 211 Error! Refer e nc e 
source not found, to 224 Error! Refer e nc e source not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or -(CHR 63 ) U -(CHR 64 ) V -Z, 

wherein 

u is 1 or 2; 
v is 0, 1 or 2; 

R 63 and R 64 independently of each other are hydrogen, C^-alkyl, 
d-e-alkyl-C^o-arylene- C 3 -i 0 -aryl, hydroxy, hydroxy-C^e-alkyl, amino, 
or amino-Cve-alkyl; 

Z is hydrogen, -C-O-R 65 , -C(0)0-R 65 , -CONR 65 R 66 , C^-alkylamino, or 
dKC^-alkylJ-amino, wherein 

R 65 and R 66 independently of each other is hydrogen or 

Cve-alkyl; 

or 

Z is a five or six membered ring wherein at least one ring atom is 
nitrogen and the remaining ring atoms are either carbon or oxygen. 

Embodiment 233: A compound according to embodiment 232 Error! Referenc e sourc e 
not found. , wherein 

u is 1; and 

v is 0, or 1 . 

Embodiment 234: A compound according to embodiment 232 Error! R e f e renc e sourc e 
not found, or embodiment 233 Error! R e ferenc e source not found. , wherein 

R 63 and R 64 independently of each other are hydrogen, C^-alkyl, hydroxy, 

hydroxy-Ci-e-alkyl, amino, or amino-Ci-e-alkyl. 

Embodiment 235: A compound according to any of embodiments 232 Error! Ref e renc e 
source not found, to 234 Error! R e ference source not found. , wherein 
Z is -C-O-R 65 , or -C(0)0-R 65 , wherein 

R 65 and R 66 independently of each other is hydrogen or C^-alky!. 



50 



Attorney Docket No. 65 1 1 .204-US 
Polisetti et al. et al. 

Serial No. 10/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

Embodiment 236: A compound according to any of embodiments 232 Error! R e f e r e nc e 
source not found, to 234 Error! R e fer e nc e source not found. , wherein 

Z is a five or six membered ring where at least one ring atom is nitrogen and the 

remaining ring atoms are either carbon or oxygen. 

Embodiment 237: A compound according to embodiment 236 Error! R o foronco sourc e 

not found. , wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, one 
ring atom is oxygen and the remaining ring atoms are carbon. 

Embodiment 238: A compound according to embodiment 236 Error! R e fer e nc e sourc e 
not found. , wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, and 

the remaining ring atoms are carbon. 

Embodiment 239: A compound according to any of embodiments 236 Error! Referenc e 
source not found, to 238 Error! R e ference source not found. , wherein 
Z is a five or six membered ring wherein one ring atom is nitrogen. 

Embodiment 240: A compound according to any of embodiments 236 Error! Reference 
source not found, to 239 Error! R e ference source not found. , wherein 

a nitrogen atom is the point of attachment of the Z group to the -(CHR 63 ) U - 

(CHR 64 ) v -group. 

Embodiment 241 : A compound according to any of embodiments 195 Error! R e f e r e nc e 
source not found, to 240 Error! Ref e r e nc e source not found. , wherein 
R 55 is hydrogen. 

Embodiment 242: A compound according to embodiment 213 Error! R e f e renc e source 
not found. , wherein 

R 44 is hydrogen. 
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Embodiment 243: A compound according to embodiment 213 Error! R o f o ronco sourc e 
not found, or embodiment 242 Error! Reference source not found. , wherein 
R 43 is hydrogen. 

Embodiment 244: A compound according to embodiment 242 Error! Roforonc o sourc e 
not found, or embodiment 243 Error! R e ferenc e sourc e not found. , wherein 
R 45 is hydrogen. 

Embodiment 245: A compound according to embodiment 1 Error! Roforonco sourc e 
not found. , which is, 

N-(2-phenoxyphenyl)-N'-(thiazol-2-yl)urea, 

N-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]-N'-(thizol-2-yl)sulfamide, 

1- (2-phenoxyphenyl)-5-(thiazol-2-yl)biuret, 

2- [([[(2-phenoxyanilino)sulfonyl]amino]carbonyl)amino]thiazole, 
N-(2-phenylsulfanylphenyl)-N-(thiazol-2-yl)urea, 
N-(2-phenylsulfonylphenyl)-N-(thiazol-2-yl)urea, 
N-(2-benzylphenyl)-N , -(thiazol-2-yl)urea > 
N-(2-benzoylphenyl)-N'-(thiazol-2-yl)urea, 
N-[2-(phenylamino)phenyl]-N'-(thiazol-2-yl)urea, 
N-[2-fIuoro-6-(4-methoxyphenoxy)benzyl]-N'-(thiazol-2-yl)urea, 
N-(2-benzyloxyphenyl)-N , -(thiazol-2-yl)urea, 
N-[2-(2,3,4-trimethoxybenzyloxy)phenyl]-N'-(thiazol-2-yl)urea, 
N-(2-ethoxyphenyl)-N'-(thiazol-2-yl)urea, 
N-(2-phenoxyphenyl)-N'-(pyridin-2-yl)urea, 

N-(2-phenoxyphenyl)-N'-[(4-methoxycarbonylmethyi)thiazol-2-yl]urea, 

N-methyl-N-(2-phenoxyphenyl)-N , -(thiazol-2-yl)urea, 

N-isopropyl-N-(2-phenoxyphenyl)-N'-(thiazol-2-yl)urea, 

N-[2-(4-methoxyphenoxy)phenyI)»N'-(thiazol-2-yl)urea, 

N-[2-(4-fluorophenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(4-chlorophenoxy)phenyl]-N , -(thiazoI-2-yl)urea, 

N-[2-(4-cyanophenoxy)phenyl]-N , -thiazolylurea, 

N-[2-(4-methoxycarbonylphenoxy)phenyl]-N , -(thiazol»2-yl)urea, 

N-[2-(4-isopropylphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 
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N-[2-(3,4-difluorophenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-^S^-dichlorophenoxyJphenylJ-N'^thiazol^-yOurea, 

N-[2-(4-chloro-3-methylphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(3,4-dimethoxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(3,4-methylenedioxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2,4-dichlorophenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2,4-difluorophenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(4-fluoro-2-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea, 

N-[2-(4-methoxy-2-methoxycato^ 

N-[2-(3-methoxyphenoxy)phenyl]-N'-(thiazol-2-yI)urea, 

N-[2-(3-fluorophenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(3-trifluoromethylpte^ 

N-[2-(2-methylphenoxy)phenyl]-N , -(thiazoi-2-yl)urea, 

N-[2-(2-methoxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2-isopropoxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2-fluorophenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2-methylsulfanylphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2-methylsulfonylphenoxy)phenyl]-N , -thiazolylurea, 

N-[2-(2-trifluoromethylphenoxy)phenyl]-N-(thiazol-2-yl)urea, 

N-[2-(2,6-dimethoxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2,6-difluorophenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(24luoro-6-methoxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2-methoxy-6-methoxycarbonylphenoxy)phenyl]-N'-(th 

N-[(3-methoxy-2-methoxycarbonylphenoxy)phenyl]-N'-(thiazol-2^ 

N-[2-(2,3-dimethoxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2,3,4-trichlorophenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2,4,6-trifluorophenoxy)phenyl]-N-(thiazol-2-yl)urea, 

N-[2-(2,4-dichloronaphth-1-oxy)phenyl]-N-(thiazol-2-yl)urea, 

N42-(2-methoxyphenoxy)-5-(methylsulfonyl)phenyl]-N'-(thiazo^ 

N-[5-cyano-2-(2-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea, 

N-[5-fluoro-2-(2-methylsulfanylphenoxy)phenyl]-N'-thiazolylurea, 

N-[5-fluoro-2-(2-fluoro-6-m^ 

N-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]-N'(thiazol-2-yl)urea, 
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N-[2-(3,4-difluorophenoxy)-5-fluorophenyl]-NXthiazol-2-yl)urea, 

N-fS-fluoro^^fluorophenoxyJphenylj-N'^thiazol^-yOurea, 

N-[2-(2,4-dichlorophenoxy)-5-fluorophenyl]-N'-(thiazol-2-yl)urea > 

N-[5-fluoro-2-(4-methoxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[5-fluoro-2-(2-methoxyphenoxy)phenyl]-N , -(thiazol-2-yI)urea, 

N-[54luoro-2-(2-trifluoro 

N-tS-fiuoro^naphth^-oxyJphenylJ-NXthiazol^-ylJurea, 

N-[2-(2,3-dimethoxyphenoxy)-6-fluorophenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(4-fluoro-2-methoxyphenoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2,3-dimethoxyphenoxy)- 4-fluorophenyl]-N'-(thiazol-2-yl)urea, 

N-[4-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea 

N-[2-(2-fluoro-6nriethoxypheno^ 

N-[3-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]-N'-(thiazo!-2-yl)urea, 
N-[2-(2,3-dimethoxyphenoxy)-5-methoxyphenyl]-N , -thiazol-2-ylurea, 
N-[2-(2,3-dimethoxyphenoxyH-methylphenyl]-NXthiazol-2-yl)urea, 
N-[2-(2,3<limethoxyphenoxy)-3-m 

N-[2-(2-chlorophenoxy)-5-chlorophenyl]-N'-(thiazol-2-yl)urea, 

N-[5-chloro-2-(4-chloro-3-me^^ 

N-[2-(4-chlorophenoxy)-5-(trffl^ 

N-[4,5-difluoro-2-(2,3-dimethoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea, 

N-[4,5-dichloro-2-(2,3-dimethoxyphenoxy)phenyl]-N-(thiazol-2-yl)urea, 

N-[5-chloro-2-(2,3<Iimethoxyphen^^ 

N-[5-chloro-2-(2,3-dimethoxyphenoxy)-4-(4-morpholino)pheny!]-N , -(th 

N-[2-(2,4~difluorophenoxy)pyridin-3-yl]-N , -(thiazol-2-yl)urea, 

N-[2-(2-fluorophenoxy)pyridin-3-yl]-N'-[thiazol-2-yl]urea, 

N-[2-(2-methoxyphenoxy)pyridih-3-yl]-N , -(thiazol-2-yl)urea J 

N-[2-(2,3-dimethoxyphenoxy)pyridin-3-yl]-N-(thiazol-2-yl)urea, 

N-[4-chloro-2-(2-chlorobenzoyl)phenyl]-N'-(thiazol-2-yl)urea, 

N-[4-chloro-2-(2-fluorobenzoyl)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2,4-difluorophenylsulfanyl)phenyl]-N'-(thiazol-2-yl)urea, 

1-[2-(2-fluorophenylsulfanyl)phenyl]-3-(thiazol-2-yl)urea, 

N-[2-(2-chloro-4-fluorophenylsulfanyl)phenyl]-NXthiazol-2-yl)urea, 

N-[2-(2,3-dichlorophenylsulfanyl)phenyl]-N'-(thiazol-2-yl)urea, 
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N^2-(3,5-dimethylphenylsu^ 

N-[2-(2-methoxycarbonylphenylsulfany^ 

N-[2"(2-methoxyphenylsulfanyl)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(2-pyridinylsulfanyl)phenyl]-N , -(thiazol-2-yl)urea, 

N-(2-propyloxyphenyl)-N'-(thiazol-2-yl)urea, 

N-(2-butyloxyphenyl)-N'-(thiazol-2-yl)urea, 

N-(2-(cyclopentyloxyphenyl)-N'-(thiazol-2-yl)urea, 

N-(2-isopropoxyphenyl)-N'-(thiazol-2-yl)urea, 

N-[2-(2-methylpropoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(cyclopentylmethoxy)phenyl]-N'-(thiazol-2-yl)urea, 

N-[2-(3-pentoxy)phenyl]-N-(thiazol-2-yl)urea, 

N-[2-(2-pentoxy)phenyl]-N-(thiazol-2-yl)urea, 

N-[2-(2-methoxyethoxy)phenyl]-N , -(thiazol-2-yI)urea, 

(2-[3-(2-benzylphenyl)ureido]thiazol-4-yl)acetic acid, 

(2-[3-(2-benzoyl-4-chlorophenyl)ureido]thiazol-4-yl)acetic acid, 

(2-[3-(2-(2-methylphenoxy)phenyl)ureido]thiazol-4-yl)acetic acid, 

(2-[3-(2-(4-methoxyphenoxy)-5-(trifluoromethyl)phenyl)ureido]thiazol^ acid, 

{2-[3-(2-phenoxyphenyl)ureido]thiazol-4-y}acetic acid, 

2^3-[5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}thiazole-4-carboxylic acid, 
2-{342-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazole-4-carboxy^ acid ethyl 
ester, 

(2-{3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazol-4-yl)^ acid ethyl 
ester, 

(2-{3-[5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}thiazol-4-yl)acetic acid, 
2-{3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazole-4-carboxylic acid, 
(2-{3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazol-4-yl)acetic acid, 
2-{3-[5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}-4-methylthiazole-5- 
carboxylic acid ethyl ester, 

2-{3-[5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}-4-methylthiazole-5-- 
carboxylic acid, 

N-ethyl-2-(2-{3-[5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}thiazol-4- 
yt)acetamide, 
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2-(2-{3-[5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}th 
methoxy-ethyl)acetamide, 

2-(2-{3-[5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}th 
morpholin-4-ylethyl)acetamide, 

[2-(2-{3-[5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}thiazol-4- 
yl)acetylamino]acetic acid methyl ester, 

2-{3-[2-(2,3-dimethoxyphenoxy)-5^ acid (2- 

methoxyethyl)amide, 

[2-(243-[5-fluoro-2-(2-fluoro^ 

yl)acetylamino]acetic acid, 

2- {3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazole-4-ca acid 
ethylamide, 

[(2-{3-[2-(2,3-dimethoxypheno^ 
acid methyl ester, 

(5-{345-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}-[1,3,4]thiadiazol^^ 
acid ethyl ester, 

[(2-{3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazole-4-carbonyl)a 
acid, 

(5-{3^5-fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}-[1,3,4]thiadiazol-2-yl)a 
acid, 

5-{3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}-[1,3,4]thiadiazole-2-carboxyH 
acid ethyl ester, 

(5-{3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}-[1 ,3,4]thiadiazol-2-yl) acetic acid 
ethyl ester, 

3- [2-(2-{3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazol-4- 
yl)acetylamino]propionic acid methyl ester, 

2- (2-{3-[2-(2,3-dimethoxyphenox 
ylethyl)acetamide, 

[(2-{3-[5-fIuoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}thiazole-4- 
carbonyl)amiho]acetic acid methyl ester, 

3- [2-(2-{3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazol-4- 
yl)acetylamino]propionic acid, 
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[(2-{3-[5-fluoro-2-(2-fiuoro-6-methoxyphenoxy)phenyl]ureido}thiazole^ 
carbonyl)amino]acetic acid, 

(R) 3-[(2-{3-[5-fluoro-2-(24luoro-6-methoxyphenoxy)phenyl]ureido}thiazole-4- 

carbonyl)amino]-2-hydroxy-propionic acid, 

2-[(2-{3-[5-fluoro-2-(24luoro-6-methoxyphenoxy)phenyl]ureido}th 

carbonyl)amino]-3-hydroxy-propionic acid, 

1-(2-cyclopentanecarbonyl-4-methylphenyl)-3-thiazol-2-yl-urea, 

1-(2-isobutyryl-4-methylphenyl)-3-thiazol-2-yl-urea, 

1-[5-fluoro-2-(3-methylbutyryl)phenyl]-3-thiazol-2-yl-urea, 

1- [5-methyl-2-(3-methylbutyryl)phenyl]-3-thiazol-2-yl-urea, 
[3-cyclopentanecarbonyl-4-(3-thiazol-2-yl-ureido)phenyl]acetic acid ethyl ester, 
[3-cyclopentanecarbonyl-4-(3-thiazol-2-yl-ureido)phenyl]acetic acid, 

2- [3-cyclopentanecarbonyl-4-(34hiazol-2-yl-ureido)phenyl]-N-methy 
{2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid ethyl 
ester, 

{2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}acetic acid, 
{3-cyclopentanecarbonyl-4-{3-(4-ethoxycarbonylmethylthiazol-2-yl)-ureido}phenyl}acetic 
acid ethyl ester, 

1 - (2-cyclopentanecarbonyl-4-m 

2- [3-(2-cyclopentanecarbonyl-4-methylphenyl)-ureido]-thiazole-4-carboxylic acid ethyl 
ester, 

2-[3-(2-cyclopentanecarbonyl-4-methylphenyl)-ureido]-thiazole-4-carboxylic acid, 

2-[3-(2-cyclopentanecarbonyl-4-methylphenyl)-ureido]4hiazole-4-carboxamide, 

242-[3-(2-cyclopentanecarbonyl-4-methylph 

242-[3-(2-cyclopentanecarbonyl-4-methylphenyl)-ureido]-thiazol-4-yl}-N-methyl- 
acetamide, 

4-(242-[3-(2-cyclopentanecarbonyl-4-^^ 
methyl-piperazinium chloride, 

1-[4-methyl-2-(2-methylpropoxy)phenyl]-3-thiazol-2-yl-urea, 
{2-[3-(4-methyl-2-[2-methylpropoxy]phenyl)-ureido]-thiazol-4-yl}-acetic acid, or 
{2-[3-(4-methyl-2-[2-methylpropoxy 
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Embodiment 246: A compound according to any of embodiments 1 Error! R o for e nc e 
sourc e not found, to 245 Error! R e f e r e nc e sourc e not found. , which compound is an 
activator of glucokinase, when tested in the Glucokinase Activation Assay (I) disclosed 
herein at a glucose concentration of 2 mM. 

Embodiment 247: A compound according to any of embodiments 1 Error! R o for e nc e 
sourc e not found, to 246 Error! R e f e renc e sourc e not found. , which compound is an 
activator of glucokinase, when tested in the Glucokinase Activation Assay (I) disclosed 
herein at a glucose concentration of from 10 to 15 mM. 

Embodiment 248: A compound according to any of embodiments 1 Error! R e f e r e nc e 
sourc e not found, to 247 Error! Roforenc e source not found. , which compound, at a 
concentration of 30 mM, is capable of providing an at least 1.5, such as at least 1.7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay 
(I) disclosed herein at a glucose concentration of 2 mM. 

Embodiment 249: A compound according to any of embodiments 1 Error! R e f e r e nc e 
source not found, to 248 Error! Roforenc e source not found. , which compound, at a 
concentration of 30 pM, is capable of providing an at least 1.5, such as at least 1.7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay 
(I) disclosed herein at a glucose concentration of from 10 to 15 mM. 

Embodiment 250: A compound according to any of embodiments 1 Error! R e f e r e nce 
sourc e not found, to 249 Error! R e foronc e source not found. , which at a 
concentration of 5 mM is capable of providing an at least 1.5, such as at least 1.7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay 
(I) disclosed herein at a glucose concentration of 2 mM. 

Embodiment 251: A compound according to any of embodiments I Error! R e ference 
source not found, to 250 Error! R e foronc e source not found. , which at a 
concentration of 5 pM is capable of providing an at least 1.5, such as at least 1.7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay 
(I) disclosed herein at a glucose concentration of from 10 to 15 mM. 
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Embodiment 252: A glucose kinase activator compound defined as a compound which 
at a compound concentration of at or below 30 |jM at a glucose concentration of 2 mM in 
the Glucokinase Activation Assay (I) disclosed herein gives 1 .5 - fold higher glucokinase 
activity than measured at a glucose concentration of 2 mM in the Glucokinase Activation 
Assay (I) without compound, where the increase in glucokinase activity provided by the 
compound increases with decreasing concentrations of glucose. 

Embodiment 253: A compound according to any of embodiments 1 Error! Ref e r e nce 
sourc e not found, to 251 Error! R e ferenc e sourc e not found. , which compound 
provides an increase in glucokinase activity, where the increase in glucokinase activity 
provided by the compound increases with decreasing concentrations of glucose. 

Embodiment 254: A compound according to embodiment 252 Error! R e f e r e nc e sourc e 
not found, or embodiment 253 Error! R e f e r e nc e source not found. , which provides an 
increase in glucokinase activity in Glucokinase Activation Assay (I) disclosed herein at a 
glucose concentration of 5 mM, which increase is significantly higher than the increase 
in glucokinase activity provided by the compound in Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of 15 mM. 

Embodiment 255: A compound according to any of embodiments 252 Error! R e f e r e nc e 
source not found, to 254 Error! R e f e renc e sourc e not found. , which at a compound 
concentration of 10 pM provides an increase in glucokinase activity in Glucokinase 
Activation Assay (I) disclosed herein at a glucose concentration of 5 mM, which increase 
is significantly higher than the increase in glucokinase activity provided by the compound 
at a compound concentration of 10 pM in Glucokinase Activation Assay (I) disclosed 
herein at a glucose concentration of 15 mM. 

Embodiment 256: A compound according to any of embodiments 252 Error! R e fer e nc e 
source not found, to 255 Error! Referenc e sourc e not found. , which at a compound 
concentration of 10 pM provides an increase in glucokinase activity in Glucokinase 
Activation Assay (I) disclosed herein at a glucose concentration of 5 mM, which increase 
is at least 1.1 fold higher, such as at least 1.2 fold higher, for instance at least 1.3 fold 



59 



Attorney Docket No. 65 1 1 .204-US 
Polisetti et al. et al. 

Serial No. 1 0/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

higher, such as at least 1 .4 fold higher, for instance 1 .5 fold higher, such as at least 1 .6 
fold higher, for instance at least 1.7 fold higher, such as at least 1.8 fold higher, for 
instance at least 1.9 fold higher, such as at least 2.0 fold higher than the increase in 
glucokinase activity provided by the compound at a compound concentration of 10 pM in 
Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 15 mM. 

Embodiment 257: A glucose kinase activator compound defined as a compound which 
at a compound concentration of at or below 30 pM at a glucose concentration of 2 mM in 
the Glucokinase Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase 
activity than measured at a glucose concentration of 2 mM in the Glucokinase Activation 
Assay (I) without compound, which glucose kinase activator compound increases 
glucose utilization in the liver without inducing any increase in insulin secretion in 
response to glucose. 

Embodiment 258: A glucose kinase activator compound defined as a compound which 
at a compound concentration of at or below 30 pM at a glucose concentration of 2 mM in 
the Glucokinase Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase 
activity than measured at a glucose concentration of 2 mM in the Glucokinase Activation 
Assay (I) without compound, which glucokinase activator compound shows a 
significantly higher activity in isolated hepatocytes compared to the activity of the 
glucokinase compound in lns-1 cells. 

Embodiment 259: A compound according to any of embodiments 1 Error! Roforenc e 
sourco not found, to 256 Error! R e f e r e nc e sourc e not found. , which compound 
increases glucose utilization in the liver without inducing any increase in insulin secretion 
in response to glucose. 

Embodiment 260: A compound according to any of embodiments 1 Error! R o f e r e nc e 
sourco not found , to 256 Error! R e fer e nc e sourco not found. , which compound 
shows a significantly higher activity in isolated hepatocytes compared to the activity of 
the compound in lns-1 cells. 
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Embodiment 261 : A compound according to any of embodiments 257 Error! Roforonc e 
sourc e not found, to 260 Error! R e foronco sourc e not found. , which compound 
shows a significantly higher activity in isolated hepatocytes measured as described in 
the Glucokinase Activity Assay (II) compared to the activity of the compound in lns-1 
cells measured as described in the Glucokinase Activity Assay (III). 

Embodiment 262: A compound according to embodiment 261 Error! Reforonco sourc e 
not found. , which compound shows an activity in isolated hepatocytes measured as 
described in the Glucokinase Activity Assay (II) which activity is at least 1.1 fold higher, 
such as at least 1.2 fold higher, for instance at least 1.3 fold higher, such as at least 1.4 
fold higher, for instance 1.5 fold higher, such as at least 1.6 fold higher, for instance at 
least 1.7 fold higher, such as at least 1.8 fold higher, for instance at least 1.9 fold higher, 
such as at least 2.0 fold higher, for instance at least a 3.0 fold higher, such as at least a 
4.0 fold higher, for instance at least 5.0 fold higher, such as at least 10 fold higher than 
the activity of the compound in lns-1 cells measured as described in the Glucokinase 
Activity Assay (III). 

Embodiment 263: A compound according to embodiment 261 Error! Reforonco source 
n ot found. , which compound shows no activity in the lns-1 cells measured as described 
in the Glucokinase Activity Assay (III). 

Embodiment 264: A compound according to any one of embodiments 1 to 263 Error! 
R e ference source not found. , which is an agent useful for the treatment of an 
indication selected from the group consisting of hyperglycemia, IGT, insulin resistance 
syndrome, syndrome X, type 2 diabetes, type 1 diabetes, dyslipidemia, hypertension, 
and obesity. 

Embodiment 265: A compound according to any one of embodiments 1 to 264 Error! 
Roforonc e sourc e not found, for use as a medicament. 

Embodiment 266: A compound according to any one of embodiments 1 to 264 Error! 
R e f e r e nc e source not found, for treatment of hyperglycemia, for treatment of IGT, for 
treatment of Syndrome X, for treatment of type 2 diabetes, for treatment of type 1 
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diabetes, for treatment of dyslipidemia, for treatment of hyperlipidemia, for treatment of 
hypertension, for treatment of obesity, for lowering of food intake, for appetite regulation, 
for regulating feeding behaviour, or for enhancing the secretion of enteroincretins, such 
asGLP-1. 



Kindly replace the paragraphs that begin on page 85, line 26, through page 143, line 29, 
with the following replacement paragraphs: 



Embodiment A2. A compound according to embodiment Al Error! R e f e r e nc e sourc e 
not found, , wherein 

A 1 is arylene or heteroarylene, optionally substituted with one or more substitutents R 23 , 
R 24 , R 25 , R 26 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 

group consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
C 2 - 6 -alkenyl-Z-, C 2 - 6 -alkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, 
heteroaryl-Z-, aryl-C^-alkylene-Z-, heteroaryl-C 16 -alkylene-Z-, 
heterocyclyl-C^e-alkylene-Z-, cycloalkyl-C^-alkylene-Z-, 
N(R 4 R 5 )-C 1 . 6 -alkylene-Z-, R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and 
R^W^d-e-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment Al Error! 

R c f o r o nc e sourc e not found. . 
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Embodiment A3. A compound according to embodiment A2 Error! R e foronc o sourc e 
not found. , wherein 

A 1 is Ce-io-arylene or C 4 -io-heteroarylene, optionally substituted with one or more 
substitutents R 23 , R 24 , R 25 , R 26 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 

group consisting of 

halogen, -C(0)OR 2 ,.-CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
C 2 _6-alkenyl-Z-, C 2 . 6 -alkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, 
heteroaryl-Z-, aryl-C^-alkylene-Z-, heteroaryl-C^-alkylene-Z-, 
heterocyclyl-C^-alkylene-Z-, cycloalkyl-Ci_ 6 -alkylene-Z-, 
N(R 4 R 5 )-C 1 . 6 -alkylene-Z-, R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and 
R 6 -W 1 -Ci-6-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment Al Error! 

Roforonce sourc e not found, . 

Embodiment A4. A compound according to embodiment A3 Error! Refer e nc e sourc e 
not found, wherein 

A 1 is phenylene optionally substituted with one or more substitutents R 23 , R 24 , R 25 , R 26 , 
and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 
group consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , d-e-alkyl-Z-, 
C 2 . 6 -alkenyl-Z-, C 2 ^-alkynyl-Z-, cycloatkyl-Z-, heterocyclyl-Z-, aryl-Z-, 
heteroaryl-Z-, aryl-C^-alkylene-Z-, heteroaryl-Ci. 6 -alkylene-Z-, 
heterocyclyl-C^-alkylene-Z-, cycloalkyl-C^-alkylene-Z-, 
N(R 4 R 5 )-C 1 - 6 -alkylene-Z-, R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and 
R^W^C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment Al Error! Reforonco source 

not found .. 

Embodiment A5. A compound according to embodiment A4 Error! Roforonc e source 
not found, of the formula (la) 
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/ 




wherein L 1 , G 1 , L 2 , L 3 , R 1 , G 2 and R 25 are as defined in embodiment Al Error! 
R o foronco source not found. . 

Embodiment A6. A compound according to embodiment A4 Error! R e foronco source 
not found, of the formula (lb) 

G 1 

/ 



wherein L 1 , G\ L 2 , L 3 , R 1 , G 2 and R 24 are as defined in embodiment Al Error! 
R e f e r e nce sourc e not found. . 

Embodiment A7. A compound according to any one of the embodiments Al Error! 
R o foronce source not found, to A6 Error! R e ferenc e source not found. , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 

group consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, N(R 4 R 5 )-C^-alkylene-Z-, 
R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and R 6 >W 1 -C^-alkylene-Z-, wherein 



Embodiment A8. A compound according to embodiment A7 Error! R e foronco source 
not found, wherein 




Formula (lb) 



R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment Al Error! 



R e f e r e nc e sourc e not found. . 
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R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 
group consisting of 

halogen, -CN, -CF 3 , -OR 2 , -NR 2 R 3 , d-e-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, 
aryl-Z-, or heteroaryl-Z-, R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, and 
R^W^C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment Al Error! 

R e feronco sourco not found. . 

Embodiment A9. a compound according to embodiment A8 Error! R o foronco sourc e 
not found, wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 

group consisting of 

halogen, -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, R 6 -W 1 -Z-, and R 6 -W 1 -C 14r alkylene-Z-, 
wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment Al Error! 
R e f e r e nc e sourc e not found. . 

Embodiment A10. A compound according to embodiment A9 Error! R e foronce source 
not found, wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the 
group consisting of 

F, CI, Br, and methyl. 

Embodiment A1 1 . A compound according to any one of the embodiments Al Error! 

Rof o r o nco sourc e not found, to A10 Error! Reforonco sourc e not found. , wherein 
R 4 , R 5 , and R 6 independently of each other are selected from the group 
consisting of hydrogen, aryl, C^-alkyl, heteroaryl-C^-alkylene-, and 
aryl-Ci-e-alkylene-. 

Embodiment A12. A compound according to embodiment All Error! R e foronco sourc e 
not found. , wherein 

R 4 , R 5 , and R 6 independently of each other are hydrogen or C 1 . 6 -alkyl. 
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Embodiment A13. A compound according to embodiment A12 Error! R o foronco sourc e 
not found. , wherein 

R 4 , R 5 , and R 6 are hydrogen. 

Embodiment A14. A compound according to any one of the embodiments Al Error! 
R e f e rence sourc e not found, to A9 Error! R e fer e nc e sourc e not found. , wherein 

R 4 and R 5 is taken together to form a ring having the formula -(CH 2 ) r Q-(CH 2 ) k - 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 
j and k independently of each other is 1, 2, 3, or 4; 
Q is a direct bond, -CH r , -0-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, 
-NHC(O)-, -NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, 
-NHS0 2 NH-, 

R 10 

°y r9 °y or * < r ' °*r m)R ' °^~ R ' 

— N— ■ — N— • — N— - — N— ' — N— 

R 10 

O^/NHR 9 O^N-R 9 R 9 

— N— ' — N— ' or — N— ; 

wherein 

R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, C^-alkyl, and aryl- 
Ci-6-alkyl-. 

Embodiment A15. A compound according to embodiment A14 Error! R e f e r e nc e source 

not found. , wherein 

Q is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, -NH^O)-, 
-NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHSO z NH-, 
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R 10 



y 9 °y or9 o 2 s- r9 o 2f N(H)R9 o 2 s^- r9 

— N— . — N— ■ — N — - — N— ' — N— 
O^NHR 9 O^/N-R 9 R 9 

— n — ■ — n— • or — n — ; 

wherein 

R 9 and R 10 independently of each other are hydrogen or C^-alkyl. 



Embodiment A16. A compound according to embodiment A15 Error! R e foronco sourc e 

not found. , wherein 

Q is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NHs 

°Y H °y oh °>f H ° 2 f NH2 

— N— . — N— • — N— • — N— 



0„^ ^NH 2 H 



T 



Embodiment A17. A compound according to embodiment A16 Error! Ref e r e nc e sourc e 
not found. , wherein Q is a direct bond. 

Embodiment A18. A compound according to any one of the embodiments Al Error! 

Ref e r e nc e sourc e not found, to A17 Error! Roforonc e sourco not found. , wherein 
W 1 is a direct bond, -0-, -C(O)-, -NH-, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, 
-N(H)CON(H)-, -N(H)S0 2 -, -S0 2 N(H)-, -C(0)-0, -N(H)S0 2 N(H)-. or-O-C(O)-. 

Embodiment A19. A compound according to embodiment A18 Error! R e ferenc e sourc e 
not found. , wherein 

W 1 is a direct bond, -0-, -C(O)-, -S0 2 -, -C(0)NH-, -NHC(O)-, -N(H)S0 2 -, 
-C(0)-0-, or -O-C(O)-. 
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Embodiment A20. A compound according to embodiment A19 Error! R e foronc o sourc e 
not found. , wherein W 1 is a direct bond or -C(0)-0-. 

Embodiment A21 . A compound according to embodiment A20 Error! R e foronco sourc e 
not found. , wherein W 1 is a direct bond. 

Embodiment A22. A compound according to embodiment A7 Error! R e foronc e sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -CF 3 , 
-OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , d-e-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, 
or heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment Al Error! Ref e renc e 
sourc e not found. . 

Embodiment A23. A compound according to embodiment A22 Error! R e foronc e sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -CF 3l 
-OCF3, -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, C 3 . 10 -cycloalkyl-Z-, 
C 3 . 10 -heterocyclyl-Z-, C 3 . 10 -aryl-Z-, or C 3 -io-heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment Al Error! R e f e r e nc e 
sourc e not found. . 

Embodiment A24. A compound according to embodiment A23 Error! R e foronc e sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 , 
-OR 2 , -NR 2 R 3 , d-e-alkyl-Z-, C 3 . 10 -cycloalkyl-Z-, C 3 _ 10 -heterocyclyl-Z-, 
C 3 -i 0 -aryl-Z-, or C 3 .i 0 -heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment Al Error! Refer e nc e 
source not found. . 

Embodiment A25. A compound according to embodiment A24 Error! R e foronco source 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is F, CI, Br, or methyl. 
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Embodiment A26. A compound according to embodiment A24 Error! Roforonc o source 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 , 
-OR 2 , or -NR 2 R 3 , wherein 

R 2 , R 3 , and Z are as defined in embodiment At Error! R e foronc e 
sourc e not found. . 

Embodiment A27. A compound according to any one of the embodiments Al Error! 

R e f e r e nce source not found, to A26 Error! R e f e r e nc e source not found. , wherein 
R 2 and R 3 independently of each other are hydrogen, C^-alkyl, 
aryl-Ci-e-alkylene-, heteroaryl-C^-alkylene-, C^-alkyl-arylene-, 
Ci-e-alkyl-heteroarylene-, heteroaryl, or aryl. 

Embodiment A28. A compound according to embodiment A27 Error! R e foronce sourc e 
not found. , wherein 

R 2 and R 3 independently of each other, are hydrogen, d-e-alkyl, 

aryl-d-e-alkylene- or aryl. 

Embodiment A29. A compound according to embodiment A28 Error! R e ferenc e source 
not found. , wherein 

R 2 is hydrogen or C^-alkyl. 

Embodiment A30. A compound according to embodiment A29 Error! R e fer e nc e source 
not found. , wherein 

R 2 is hydrogen. 

Embodiment A31 . A compound according to any one of the embodiments Al Error! 
R e f e r e nc e source not found, to A30 Error! R e foronce sourc e not found. , wherein 
R 3 is hydrogen or C^-alkyl. 

Embodiment A32. A compound according to embodiment A31 Error! Refer e nc e source 
not found. , wherein 

R 3 is hydrogen. 
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Embodiment A33. A compound according to any one of the embodiments Al Error! 

Roforonco sourco not found, to A22 Error! Roforonco source not found. , wherein 
R 2 and R 3 , when attached to the same nitrogen atom, together with said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment A34. A compound according to any one of the embodiments Al Error! 

R o f o ronc e sourc e not found, to A33 Error! Refer e nc e source not found. , wherein 
Z is a direct bond, -0-, -NH-, -NHCH 2 -, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, 
-N(H)CON(H)-, -N(CH 3 )CONH-, -N(H)S0 2 -, -S0 2 N(H)-, -C(0)-0, 
-N(H)S0 2 N(H)-, or -O-C(O)-. 

Embodiment A35. A compound according to embodiment A34 Error! R e ferenc e sourc e 
not found. , wherein 

Z is a direct bond, -O-, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, -N(H)S0 2 -, -C(0)-0-, 

-N(H)S0 2 N(H)-, or -O-C(O)-. 

Embodiment A36. A compound according to embodiment A35 Error! R e f o r o nco sourc e 
not found. , wherein 

Z is a direct bond, -NHC(O)-, or -NHS(0) 2 -. 

Embodiment A37. A compound according to embodiment A2 Error! Ref e renc e sourc e 
not found. , wherein 
A 1 is 




R 23 , R 24 , R 25 , and R 26 , independently of each other, are hydrogen or as defined in 
embodiment Al Error! R e foronco sourco not found. . 
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Embodiment A38. A compound according to embodiment A37 Error! Rofor e nce sourco 
not found. , wherein 

R 23 , R 24 , R 25 , and R 26 independently of each other are selected from the group 

consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, N(R 4 R 5 )-C 1 _ 6 -alkylene-Z-, 
R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z-, and R 6 .W 1 -C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment Al Error! 

Roforonc e sourc e not found. . 

Embodiment A39. A compound according to embodiment A37 Error! R e foronco sourc e 

not found, or A38 Error! R e f e r e nc e sourco not found. , wherein 

R 4 , R 5 , and R 6 independently of each other are selected from the group 
consisting of hydrogen, aryl, d^-alkyl, heteroaryl-C^-alkylene-, and 
aryl-C^-alkylene-. 

Embodiment A40. A compound according to embodiment A39 Error! Rofor e nc e sourc e 
not found. , wherein 

R 4 , R 5 , and R 6 independently of each other are hydrogen or C^-alkyl. 

Embodiment A41 . A compound according to embodiment A40 Error! Refer e nc e sourc e 
not found. , wherein 

R 4 , R 5 , and R 6 are hydrogen. 

Embodiment A42. A compound according to embodiment A37 Error! Refer e nc e sourc e 
not found, or A38 Error! Reforonco sourco not found. , wherein 

R 4 and R 5 is taken together to form a ring having the formula -(CH 2 ) r Q-(CH 2 ) k - 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 
j and k independently of each other is 1 , 2, 3, or 4; 
Q is a direct bond, -CH 2 - f -O-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, 
-NHC(O)-, -NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, 
-NHS0 2 NH-, 
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R 10 ' 



° Y * 9 ° Y OR° 0 2 S- R9 0 2f N < H > R9 0 2 S^- R9 

— N— . — N— • — N— • — N— ' — N— 

R 10 

O^NHR 9 q^N-R 9 R 9 

— N — 1 — N— 1 or — N — ; 

wherein 

R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, C^-alkyl, and arylalkyk 

Embodiment A43. A compound according to embodiment A42 Error! Roforonco sourc e 

not found * , wherein 

Q is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH- ( -NHSO2-, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 

R 10 

° y r9 °y or9 < r9 °*r N(H)R9 °^~ r9 

— N— - — N — • — N— - — N— ' — N— 

R 10 

Oy nhr9 o^n-R 9 r 9 

— N — ' — N — • or — N — - 

wherein 

R 9 and R 10 independently of each other are hydrogen or alkyl. 

Embodiment A44. A compound according to embodiment A43 Error! R e foronc e sourc e 

not found. , wherein 

Q is a direct bond, -CH 2 -, -O-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 
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Embodiment A45. A compound according to embodiment A44 Error! R e foronco sourc e 
not found. , wherein 

Q is a direct bond. 

Embodiment A46. A compound according to any one of the embodiments A37 Error! 

Ref e r e nc e sourc e not found, to A45 Error! R e foronco sourc e not found. , wherein 
W 1 is a direct bond, -0-, -C(O)-, -NH-, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, 
-N(H)CON(H)-, -N(H)S0 2 -, -S0 2 N(H)-, -C(0)-0-, -N(H)S0 2 N(H)-, or-O-C(O)-. 

Embodiment A47. A compound according to embodiment A46 Error! R e foronco sourc e 
not found, wherein 

W 1 is a direct bond, -O-, -C(O)-, -SO r , -C(0)NH-, -NHC(O)-, -N(H)S0 2 -, 

-C(0)-0, or -O-C(O)-. 

Embodiment A48. A compound according to embodiment A47 Error! R e ferenc e sourc e 
not found. , wherein 

W 1 is a direct bond, or-C(0)-Ck 

Embodiment A49. A compound according to embodiment A48 Error! Refer e nc e source 
not found. , wherein 

W 1 is a direct bond. 

Embodiment A50. A compound according to embodiment A37 Error! R e ference sourc o 
not found. , wherein 
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at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3f 
-N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or 
heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment A37 Error! R e f e renc e 

sourc e not found- . 

Embodiment A51 . A compound according to embodiment A50 Error! R e fer e nce source 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 , -NR 2 R 3 , Ci-6-alkyl-Z-, C 3 . 10 -cycloalkyl-Z-, C 3 _ 10 -heterocyclyl-Z-, 
C 3 .io-aryl-Z-, or C 3 . 10 -heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment A37 Error! R e fer e nc e 
source not found. . 

Embodiment A52. A compound according to embodiment A51 Error! R e ferenc e sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , C^-alkyl-Z-, C 3 -i 0 -cycloalkyl-Z-, C 3 _ 10 -heterocyclyl-Z-, C 3 . 10 -aryl-Z-, or 
C 3 . 10 -heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment A37 Error! R e f e r e nc e 
source not found. . 

Embodiment A53. A compound according to any one of the embodiments A37 Error! 

Ref e rence sourc e not found, to A52 Error! R e ference source not found. , wherein 
Z is a direct bond, -0-, -NH-, -NHCH 2 -, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, 
-N(H)CON(H)-, -N(CH 3 )CON(H)-, -N(H)S0 2 -, -S0 2 N(H)-, -C(0)-0-, 
-N(H)S0 2 N(H)-, or -O-C(O)-. 

Embodiment A54. A compound according to embodiment A53 Error! Ref e r e nc e sourc e 
not found. , wherein 

Z is a direct bond, -0-, -S-, -S0 2 -, -C(0)NH-, -NHC(O)-, -N(H)S0 2 -, -C(0)-0-, 

-N(H)S0 2 N(H)-, or -O-C(O)-. 
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Embodiment A55. A compound according to embodiment A54 Error! R e foronco sourc e 
not found. , wherein 

Z is a direct bond, -NHC(O)-, or -NHS(0) 2 . 

Embodiment A56. A compound according to embodiment A52 Error! R e foronce sourc e 
not found. , wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , or d-e-alkyl, wherein 

R 2 , and R 3 are as defined in embodiment A37 Error! R e fer e nc e 
source not found. . 

Embodiment A57. A compound according to any one of the embodiments A37 Error! 

Referenc e source not found, to A56 Error! Refer e nc e source not found. , wherein 
R 2 and R 3 independently of each other are hydrogen, Ci_ 6 -alkyl, 
aryl-CWaikylene-, heteroaryl-C^-alkylene-, CWalkyl-arylene-, 
d-e-alkyl-heteroarylene-, heteroaryl, or aryl. 

Embodiment A58. A compound according to embodiment A57 Error! R e foronce sourc e 
not found. , wherein 

R 2 and R 3 independently of each other, are hydrogen, C V6 -alkyl, 

aryl-C^e-alkylene- or aryl. 

Embodiment A59. A compound according to embodiment A58 Error! R e foronce sourc e 
not found. , wherein 

R 2 is hydrogen or C^-alkyl. 

Embodiment A60. A compound according to embodiment A59 Error! Reference sourc e 
not found. , wherein 

R 2 is hydrogen. 

Embodiment A61. A compound according to any one of the embodiments A37 Error! 
Ref e r e nc e source not found, to A60 Error! R e f e renc e sourc e not found. , wherein 
R 3 is hydrogen or C^-alkyl. 
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Embodiment A62. A compound according to embodiment A61 Error! R o f o ronco source 
not found. , wherein 

R 3 is hydrogen. 

Embodiment A63. A compound according to any one of the embodiments A37 Error! 

Reference sourc e not found, to A50 Error! R e ference sourc e not found. , wherein 
R 2 and R 3 , when attached to the same nitrogen atom, together with said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment A64. A compound according to any one of the embodiments A37 Error! 
R o f o ronce sourc e not found, to A55 Error! R e f e r e nc e source not found. , wherein 
at least one of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment A65. A compound according to embodiment A64 Error! R e ference sourc e 
not found. , wherein 

at least two of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment A66. A compound according to embodiment A65 Error! Referenc e sourc e 
not found. , wherein 

R 23 and R 26 are hydrogen. 

Embodiment A67. A compound according to embodiment A65 Error! R e f e rence source 
not found, or embodiment A66 Error! R e f e r e nc e source not found. , wherein 
at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment A68. A compound according to any one of the embodiments A37 Error! 
R o f o ronce sourc e not found, to A67 Error! Refer e nce source not found. , wherein 
R 24 or R 25 is halogen. 

Embodiment A 69. A compound according to embodiment A68 Error! Ref e r e nc e 
sourc e not found. , wherein R 24 or R 25 is fluoro. 
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Embodiment A70. A compound according to any one of the embodiments A37 Error! 
Roforence source not found, to A67 Error! R e f e r e nc e sourc e not found. -, wherein 
R 24 or R 25 is C^-alkyl. 

Embodiment A71 . A compound according to embodiment A68 Error! R e ference sourc e 
not found. , wherein R 24 or R 25 is methyl. 

Embodiment A72. A compound according to any one of the embodiments A37 Error! 
Roforenc e sourc e not found, to A67 Error! R e ference source not found. , wherein 
R 24 is hydrogen. 

Embodiment A73. A compound according to any one of the embodiments A37 Error! 
Ref e r e nc e sourc e not found, to A72 Error! R e ferenc e source not found. , wherein 
R 25 is hydrogen. 

Embodiment A74. A compound according to embodiment A37 Error! R e f e r e nc e source 
not found. , wherein 

R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment A75. A compound according to any one of the embodiments Al Error! 
Roforenc e source not found, to A74 Error! Referenc e source not found. , wherein 

L 1 is a bond, -D-alkylene-E-, -0-, -S-, -S(O)-, -S(0) 2 -, -C(O)- -N(R 11 )-, or-C(=N- 

OR 12 ), wherein 

D, E, R 11 and R 12 are as defined in embodiment Al Error! Refer e nce 
sourc e not found- 

Embodiment A76. A compound according to embodiment A75 Error! Reforonco sourc e 
not found. , wherein 

L 1 is a bond, -D-alkylene-E-, -0-, -C(O)-, -N(R 11 )-, or -C(=N-OR 12 )-, wherein 

D, E, R 11 and R 12 are as defined in embodiment Al Error! Refer e nc e 

source not found. . 
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Embodiment A77. A compound according to embodiment A75 Error! R e foronce source 
not found. , wherein 
L 1 is -O-. 

Embodiment A78. A compound according to embodiment A75 Error! R e foronco sourc e 
not found. , wherein 
L 1 is -S-. 

Embodiment A79. A compound according to embodiment A75 Error! R e fer e nc e sourc e 
not found. , wherein 
L 1 is a bond. 

Embodiment A 80. A compound according to embodiment A75 Error! R e f e r e nc e 
sourc e not found. , wherein 
L 1 is -C(O)-. 

Embodiment A81 . A compound according to any one of the embodiments Al Error! 
Roforonco sourc e not found, to A76 Error! Referenc e sourc e not found. , wherein 

D is a direct bond or -O-; 

E is a direct bond or -0-; and 

R 11 and R 12 are as defined in embodiment Al Error! Referenc e sourc e not 
found. . 

Embodiment A82. A compound according to embodiment A81 Error! R e ference sourc e 
not found. , wherein 

D is a direct bond. 

Embodiment A83. A compound according to embodiment A81 Error! R e ferenc e sourc e 
not found. , wherein 
D is -O-. 

Embodiment A84. A compound according to any one of the embodiments A81 Error! 
R e f e renc e source not found, to A83 Error! R e f e r e nce sourco not found. , wherein 
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E is a direct bond. 

Embodiment A85. A compound according to any one of the embodiments A81 Error! 
Referenc e sourc e not found, to A83 Error! R e foronco source not found. , wherein 
E is -O-. 

Embodiment A86. A compound according to any one of the embodiments Al Error! 
Ref e r e nce source not found, to A85 Error! Referenc e source not found. , wherein 
R 11 is selected from hydrogen, C^-alkyl, aryl, carbamoyl, aryl-Ci_ 6 -alkylene-, 
C^-alkyl-NH-CfO)-, aryl-C^-alkylene-NH-^O)-, CWalkyl-SCV, 
aryl-d^-alkylene-SOz-, aryl-S0 2 -, S0 2 -, Ci- 6 -alkyl-C(0)-, 
aiyl-CLe-alkylene-qO)-, N(R 13 )(R 14 VCi-6-alkylene-Y-, and 
R 15 -W 2 -C l . 6 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or-O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, 

aryl, Ci-e-alkyI, or aryl-C^-alkylene-; 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 ) p - bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1, 2, 3, or 4; and 
X is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -CON(H)-, 
-NHC(O)-, -NHCON(H)-, -NHS0 2 -, -S0 2 N(H)-, -C(0)-0-, 
-O-C(O)-, -NHS0 2 NH-, 



79 



Attorney Docket No. 651 1.204-US 
Polisetti et al. et al. 

Serial No. 1 0/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 



°Y R,S °y or ' 6 <vf R ' 6 

— N— • — N— • — N— 



0,S 
2 I 

— N— 



,N(H)R 



16 



R 

— N — 



17 



J6 



R 17 

o^nhr 16 o^/N-r 16 r 16 

— N— ' — N— ■ or — N— » 
wherein 

R 16 and R 17 are selected from hydrogen, aryl, 
heteroaryl, d-e-alkyl, d-e-alkoxy, aryl-d. 6 -alkylene-, 
heteroaryl-d-e-alkylene-, d-e-alkyl-arylene-, 
d-e-alkyl-heteroarylene-, d-e-alkoxy-arylene-, 
d-e-alkoxy-heteroarylene-, heteroarylaryl- 
d-e-alkoxy-, or aryl-d-e-alkoxy-; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 

heterocyclyl, d-e-alkyl, or aryl-d. 6 -alkylene-. 

Embodiment A87. A compound according to embodiment A86 Error! R e foronco sourc e 
not found. , wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d^-alkylene-, 
d-e-alkyl-NH-C(O)-, aryl-d-e-alkylene-NH-C(O)-, d-e-alkyl-S0 2 -, 
aryI-d-e-alkylene-S0 2 -, aryl-SO r , S0 2 -, d-e-alkyl-C(O)-, 
aiyl-d-e-alkylene-C(O)-, N(R 13 )(R 14 )-d-6-alkylene-Y-, and 
R 15 -W 2 -d- 6 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, 

aryl, d. 6 -alkyl, or aryl-d. 6 -alkylene-; 

or 
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R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1 , 2, 3, or 4; and 
X is a direct bond, -CH 2 -, -0-, -S-, -S(0 2 )-, -C(O)-, -CON(H)-, 
-NHC(O)-, -NHCON(H)-, -NHS0 2 -, -S0 2 N(H)-, -C(0)-0-, 
-O-C(O)-, -NHS0 2 NH-, 

°Y R,e °y or ' 6 o,f R ' 6 

— N — . — N — • — N — 



R 17 

o 2 s' N(H)R16 o.s^-^ 6 

— N — ' — N — 



R 17 

O^NHR 16 O^N-R 16 R 16 
— N — ' — N— ' or — N — ; 

wherein 

R 16 and R 17 are hydrogen; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-d-e-alkylene-. 

Embodiment A88. A compound according to embodiment A87 Error! Roforonce sourco 
not found. , wherein 

R 11 is selected from hydrogen, d-6-aikyl, aryl, carbamoyl, aryl-Ci_ 6 -alkylene-, 
d- 6 -alkyl-NH-C(0)-, aryl-CLe-alkylene-NH-qO)-, d-e-alkyl-S0 2 -, 
aryl-d-e-alkylene-SO^, aryl-S0 2 -, S0 2 -, d-6-alkyi-C(0)-, 
aryl-d-e-alkylene-CCO)-, N(R 13 )(R 14 )-d. 6 -alkylene-Y-, and 
R 15 -W 2 -d-6-alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or-O-C(O)-; 
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R 13 and R 14 independently of each other are selected from hydrogen, 

aryl, d-e-alkyl, or aryl-d-e-alkylene-; 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1,2, 3, or 4; 
X is a direct bond; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyt, 
heterocyclyl, d-e-alkyl, or aryl-d-e-alkylene-. 

Embodiment A89. A compound according to embodiment A88 Error! R e fer e nce sourc e 
not found. , wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-aikylene-, 
d-e-alkyl-NH-C(O)-, aryl-d-e-alkylene-NH-C(O)-, d-e-alkyl-S0 2 -, 
aryI-d-e-alkylene-S0 2 -, aryl-S0 2 -, S0 2 -, d-e-alkyl-C(O)-, 
aryl-d-e-alkylene-C(O)-, N(R l3 )(R 14 )-d-e-alkylene-Y-, and 
R 15 -W 2 -d_ 6 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, 
aryl, d-e-alkyl, or aryl-d-e-alkylene-; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-d-e-alkylene-. 

Embodiment A90. A compound according to embodiment A89 Error! R e ferenc e source 
not found. , wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 

d_ 6 -alkyl-NH-C(0)-, aryl-d-e-alkylene-NH-C(O)-, d_ 6 -alkyl-S0 2 -, 

aryl-d_ 6 -alkylene-S0 2 -, aryl-S0 2 -, S0 2 -, d-e-alkyl-C(O)-, 

aryl-d-e-alkylene-C(O)-, N(R 13 )(R 14 )-d. 6 -alkylene-Y-, and 

R 15 -W 2 -d_ 6 -alkylene-Y-, wherein 
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Y and W 2 independently of each other are a direct bond, -CH 2 -, -S0 2 -, 
-N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 

R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-Cve-alkylene-. 

Embodiment A91 '. A compound according to embodiment A90 Error! R e foronce sourc e 
not found. , wherein 

R 11 is selected from hydrogen, d-e-alkyl aryl, carbamoyl, aryl-d-e-alkylene-, 

Ci_6-alkyl-NH-C(0)- aryl-d^-alkylene-NH-C(O)-, d-6-alkyl-S0 2 -, 

aryl-d-6-alkylene-S0 2 -, aryl-S0 2 -, S0 2 -, d-6-alkyl-C(0)-, 

aryl-d- 6 -alkylene-C(0)-, N(R 13 )(R 14 )-d-6-alkylene-Y-, and 

R 15 -W 2 -d-e-alkylene-Y-, wherein 

Y is a direct bond; 

W 2 is a direct bond, -CH 2 -, -S0 2 -, -N(H)CO-, -N(H)S0 2 -, or -O-C(O)-; 
R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-d-e-alkylene-. 

Embodiment A92. A compound according to embodiment A90 Error! Roforonco source 

not found. , wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 
d-e-alkyl-NH-C(O)-, aiyl-d-e-alkylene-NH-C(O)-, d-e-alkyl-S0 2 -, 
aryl-d. 6 -alkylene-S0 2 -, aryl-S0 2 -, S0 2 -, d-e-alkyl-C(O)-, 
aryl-d-e-alkylene-C(O)-, N(R 13 )(R 14 )-d-e-alkylene-Y-, and 
R 15 -W 2 -d-e-alkylene-Y-, wherein 

Y is a direct bond, -CH 2 -, -S0 2 -, -N(H)CO-, -N(H)S0 2 -, or-O-C(O)-; 
W 2 is a direct bond; 

R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-d-e-alkylene-. 
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Embodiment A93. A compound according to any one of the embodiments A90 Error! 
Roforonce source not found, to A92 Error! Ref e ronco sourc e not found. , wherein 
R 11 is selected from hydrogen, C^-alkyl, aryl, carbamoyl, aryl-C^-alkylene-, 
d-e-alkyl-NH-CfO)-, aryl-C^-alkylene-NH-qO)-, C 1 . 6 -alkyl-S0 2 -, 
aryl-Ci- 6 -alkylene-S0 2 -, aryl-S0 2 -, S0 2 -, C^-alkyl-CfO)-, 
aryl-Ci-e-alkylene-CfO)-, NH 2 -Ci- 6 -alkylene-, and R 15 -d^-alkylene-, wherein 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, C^-alkyl, or aryl-C^-alkylene-. 

Embodiment A94. A compound according to embodiment A93 Error! R e ferenc e sourc e 
not found. , wherein 

R 11 is selected from hydrogen, C^-alkyl, aryl, carbamoyl, aryl-C^-alkylene-, 

C^-alkyl-NH-C(O)-, aryl-C^alkylene-NH-CfO)-, d-e-alkyl-SCV, 

aryl-C^-alkylene-SCV, aryl-S0 2 -, S0 2 -, CLe-alkyl-CCO)-, 

aryl-Ci- 6 -alkylene-C(0)-, and NHrC^e-alkylene-. 

Embodiment A95. A compound according to embodiment A94 Error! R e fer e nc e sourc e 
not found. , wherein 

R 11 is hydrogen or Ci- 6 -alkyl. 

Embodiment A96. A compound according to embodiment A95 Error! R e ferenc e sourc e 
not found. , wherein 

R 11 is hydrogen. 

Embodiment A97. A compound according to any one of the embodiments Al Error! 
R e f e rence sourc e not found, to A96 Error! Referenc e sourc e not found. , wherein 
R 12 is hydrogen or C^-alkyl. 

Embodiment A98. A compound according to embodiment A97 Error! R e f e renc e source 
not found. , wherein 

R 12 is hydrogen. 
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Embodiment A99. A compound according to any one of the embodiments Al Error! 
Roforonc e sourc e not found, to A98 Error! R e f o r o nc o sourco not found. , wherein 
G 1 is d-e-alkyl, C^-alkenyl, C 2 - 6 -alkynyl, cycloalkyl or heterocyclyl, optionally 
substituted with one or more substituents selected from the group consisting of 
-CN, -CF 3> -OCF 3 , -OR 18 , -NR 18 R 19 , C 3 -icrcycloalkyl and d-e-alkyl, wherein 
R 18 and R 19 are as defined in embodiment Al Error! Ref e r e nc e 
sourco not found. . 

Embodiment A100. A compound according to embodiment A99 Error! Ref e r e nc e 
sourco not found. , wherein 

G 1 is d-e-alkyl, C 2 -6-alkenyl, C 2 - 6 -alkynyl, cycloalkyl or heterocyclyl, optionally 
substituted with one or more substituents selected from the group consisting of 
-CN, -CF 3 , -OCF3, -OR 18 , -NR 18 R 19 and d-e-alkyl, wherein 

R 18 and R 19 are as defined in embodiment Al Error! Refer e nc e 
sourc e not found. . 

Embodiment A101 . A compound according to embodiment A99 Error! R e f e r e nc e 

sourc e not found. , wherein 

G 1 is d-e-alkyl, C 2 _e-alkenyl, C 2 . 6 -alkynyl, C 3 . 10 -cycloalkyl or C 3 -i 0 -heterocyclyI, 
optionally substituted with one or more substituents selected from the group 
consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 , C 3 . 10 -cycloalkyl and d-e-alkyl, 
wherein 

R 18 and R 19 are as defined in embodiment Al Error! R e f e r e nc e 
sourc e not found. . 

Embodiment A102. A compound according to embodiment A 100 Error! R e f e r e nc e 
sourco not found, or embodiment A 101 Error! R e ferenc e source not found. , wherein 
G 1 is d-e-alkyl, C 2 . 6 -alkenyl, C 2 . 6 -alkynyl, C 3 - 10 -cycloalkyl or C 3 _ 10 -heterocyclyl, 
optionally substituted with one or more substituents selected from the group 
consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 and d-e-alkyl, wherein 
R 18 and R 19 are as defined in embodiment Al Error! R e f e r e nc e 
sourc o not found. . 
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Embodiment A103. A compound according to any one of the embodiments A99 Error! 

Referenc e sourc e not found, to A 102 Error! R e f e r e nce sourc e not found. , wherein 
G 1 is selected from the group consisting of methyl, ethyl, propyl, butyl, 
isopropyl, isobutyl, sec-butyl, tert-butyl, 3-pentyl, 2-pentyl, 3-methyl-butyl, 2- 
propenyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, oxetanyl, 
tetrahydrofuranyl, tetrahydropyranyl, azetidyl, pyrrolidyl, piperidyt, 
hexahydroazepinyl, thiolanyl, tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, 
1,3-dioxolanyl, 1,2-dithiolanyl, 1,3-dithiolanyl, hexahydro-pyridazinyl, 
imidazolidyl, 1,3-dioxanyl, morpholinyl, 1,3-dithianyl, 1,4-dioxanyl, 1 ,4-dithianyl, 
or thiomorpholinyl. 

Embodiment A104. A compound according to embodiment A 103 Error! Referenc e 

sourc e not found, wherein 

G 1 is selected from the group consisting of methyl, ethyl, propyl, butyl, 
isopropyl, isobutyl, sec-butyl, fert-butyl, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cycloheptyl, tetrahydrofuranyl, tetrahydropyranyl, pyrrolidyl, 
piperidyl, hexahydroazepinyl, thiolanyl, tetrahydrothiopyranyl, or thiepanyl . 

Embodiment A105. A compound according to embodiment A 104 Error! Referenc e 

sourc e not found, wherein 

G 1 is selected from the group consisting of methyl, ethyl, propyl, butyl, 
isopropyl, isobutyl, cyclopentyl, cyclohexyl, tetrahydrofuranyl, tetrahydropyranyl, 
piperidyl, or hexahydroazepinyl. 

Embodiment A106. A compound according to embodiment A105 Error! Referenc e 
sourc e not found, wherein 

G 1 is selected from the group consisting of isobutyl, cyclopentyl, and piperidyl. 

Embodiment A107. A compound according to embodiment A105 Error! Roforonco 
source not found, wherein 
G 1 is isobutyl. 
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Embodiment A108. A compound according to embodiment A 105 Error! Roforence 
sourc e not found, wherein 
G 1 is cyclopentyl. 

Embodiment A109. A compound according to embodiment A105 Error! Roforonc e 
source not found, wherein 
G 1 is piperidyl. 

Embodiment A1 10. A compound according to any one of the embodiments A99 Error! 

R e fer e nce source not found, to A 102 Error! R e f e r e nc e source not found. , wherein 
R 18 and R 19 , independently of each other, are hydrogen, d-e-alkyl, 
heteroaryl-d-e-alkylene-, aryl-d-e-alkylene-, d-e-alkyl-arylene-, 
d-e-alkyl-heteroarylene-, heteroaryl, oraryl. 

Embodiment A1 1 1 . A compound according to embodiment A 110 Error! Rofor e nc e 

sourc e not found. , wherein 

R 18 and R 19 , independently of each other, are hydrogen, d-e-alkyl, 
Cs-io-heteroaryl-C^-alkylene-, d-io-aryl-d-e-alkylene-, d_ 6 -alkyl-C 3 -io-arylene-, 
d-6-a1kyl-C 3 -io-heteroarylene-, d-io-heteroaryl, or d-io-aryl- 

Embodiment A1 12. A compound according to embodiment A 111 Error! Ref e r e nc e 
sourc e not found. , wherein 

R 18 and R 19 , independently of each other, are hydrogen or d-e-alkyl. 

Embodiment A1 13. A compound according to embodiment A 112 Error! Ref e r e nce 
sourc e not found, , wherein 
R 18 is hydrogen. 

Embodiment A1 14. A compound according to embodiment A 112 Error! R e fer e nc e 
sourc e not found, or A 113 Error! Refer e nc e sourc e not found. -, wherein 
R 19 is hydrogen. 
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Embodiment A1 15. A compound according to embodiment A100 Error! Roforonc e 
sourc e not found, or embodiment A102 Error! R e fer e nce sourco not found. , wherein 
R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 

Embodiment A1 16. A compound according to any one of the embodiments Al Error! 

Rofor e nce sourc e not found, to A98 Error! R e f e r e nc e source not found. , wherein 
G 1 is alkyl or cycloalkyl, optionally substituted with one or more substituents 
selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 and 
Ci_ 6 -alkyl, 

or G 1 is aryl optionally substituted with one or more substituents R 40 , R 41 , and 
R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in embodiment Al &rori 
Referenc e sourco not found. . 

Embodiment A1 1 7. A compound according to embodiment A116 Error! Roforonce 

sourc e not found. , wherein 

G 1 is Ci-e-alkyI or C 3 . 10 -cycloalkyl, optionally substituted with one or more 
substituents selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , 
-NR 18 R 19 and C^-alkyl, 

or G 1 is C 3 -i 0 -aryl optionally substituted with one or more substituents R 40 , R 41 , 
and R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in embodiment Al 
Error! R e f e r e nc e sourc e not found. . 

Embodiment A118. A compound according to embodiment A117 Error! R e f e r e nce 

sourc e not found. , wherein 

G 1 is C^-alkyl or C 3 . 10 -cycloalkyl, optionally substituted with one or more 
substituents selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , 
-NR 18 R 19 and C^-alkyl,. 

or G 1 is phenyl optionally substituted with one or more substituents R 40 , R 41 , and 
R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in embodiment Al Error! 
Reference source not found. . 
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Embodiment A1 19. A compound according to embodiment A 116 Error! R e f e r e nc e 
oourc o not found. , A 117 Error! Roforonco source not found. , or A 118 Error! 
Rof o ronc e sourc e not found. , wherein 

R 18 and R 19 , independently of each other, are hydrogen, C^-alky!, 
heteroaryl-Cve-alkylene-, aryl-C^-alkylene-, C^-alkyl-arylene-, 
Ci-e-alkyl-heteroarylene-, heteroaryl, or aryl. 

Embodiment A120. A compound according to embodiment A 119 Error! R o f o ronce 

source not found. , wherein 

R 18 and R 19 ,. independently of each other, are hydrogen, d- 6 -alkyl, 
Ca-io-heteroaryl-d-e-alkylene-, C 3 -i 0 -aryl-Ci. 6 -alkylene-, C^-alkyl-CWarylene-, 
Cve-alkyl-C^io-heteroarylene-, C 3 . 10 -heteroaryl, or C 3 _ 10 -aryl. 

Embodiment A1 21 . A compound according to embodiment A 120 Error! R e f e r e nc e 
sourc e not found. , wherein 

R 18 and R 19 , independently of each other, are hydrogen or C^-alkyl. 

Embodiment A122. A compound according to embodiment A121 Error! Roforonc e 
sourc e not found. , wherein 
R 18 is hydrogen. 

Embodiment A123. A compound according to embodiment A121 Error! Ref e r e nc e 
source not found, or A 122 Error! R e ferenc e source not found. , wherein 
R 19 is hydrogen. 

Embodiment A124. A compound according to embodiment A116 Error! R e ferenc e 
sourco not found, or embodiment A 117 Error! R e foronc e source not found. , wherein 
R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 
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Embodiment A125. A compound according to any one of the embodiments A 116 Error! 

R o f c ronco source not found, to A124 Error! Rofor e nco sourc e not found, , wherein 
R 40 , R 41 , and R 42 independently of each other are 
halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OR 54 , -NR 54 R 55 , -SR 54 , 
-NR 54 S(0) 2 R 55 , -SfO^NR^R 55 , -S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , 
-C(0)NR 54 R 55 , -OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , 
-CH 2 C(0)OR 54 , -OCH 2 C(0)NR 54 R 55 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , and -C(0)OR 54 ; 
or 

C 2 . 6 -alkenyl and CWalkynyl, which may optionally be substituted with one or 
more substituents selected from -CN, -CF 3 , -OCF 3 , -OR 54 , -NR 54 R 55 and 
d-6-alkyl, wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

d-e-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-Ci-e-alkylene-, 

heteroaryl-Ci-e-alkylene-, heteroaryl, or aryl; 

or 

R 54 and R 55 , when attached to the same nitrogen atom, together with 
the said nitrogen atom may form a 3 to 8 membered heterocyclic ring 
optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds. 

Embodiment A1 26. A compound according to embodiment A 125 Error! R e f e ronco 
sourco not found. , wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, -CN, C^e-alkyl, -CF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR 54 S(0) 2 R 55 ,-S(0)R 54 , 
-S(0) 2 R 54 , -CH.qOJOR 54 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , and -C(0)OR 54 ; 
wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 
d-e-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-Ci_ 6 -alkylene-, 
heteroaryl-C^e-alkylene-, heteroaryl, or aryl; 
or 

R 54 and R 55 , when attached to the same nitrogen atom, together with 
the said nitrogen atom may form a 3 to 8 membered heterocyclic ring 
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optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds. 

Embodiment A127. A compound according to embodiment A126 Error! Refer e nc e 
source not found, wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, or -OR 54 

wherein 

R 54 is hydrogen, C^-alky!, Ct. 6 -alkyl-arylene-, Ci. 6 -alkyl-heteroarylene-, 
aryl-C^e-alkylene-, heteroaryl-Cve-alkylene-, heteroaryl, or aryl. 

Embodiment A128. A compound according to embodiment A126 Error! R e f e r e nce 

source not found. , wherein 

R 54 and R 55 independently of each other are hydrogen, or C^-alkyl, 
C^e-alkyl-C^io-arylene-, Cve-alkyl-C^io-heteroarylene-, Ca-io-aryl-d-e-alkylene-, 
Ca-io-heteroaryl-C^-alkylene-, C 3 . 10 -heteroaryl, or C 3 -i 0 -aryl. 

Embodiment A129. A compound according to embodiment A128 Error! Referenc e 
sourc e not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or C^-alkyl. 

Embodiment A130. A compound according to embodiment A 129 Error! Referenc e 
sourc e not found. , wherein 
R 54 is hydrogen. 

Embodiment A131 . A compound according to embodiment A 129 Error! Ref e renc e 
sourc e not found, or embodiment A130 Error! R e f e r e nce source not found. , wherein 
R 55 is hydrogen. 

Embodiment A1 32. A compound according to embodiment A127 Error! Referenc e 
sourc e not found, wherein 
R 54 is methyl. 



91 



Attorney Docket No. 65 1 1 .204-US 
Polisetti et al. et al. 

Serial No. 1 0/679,887 Filed October 6, 2003 
Express Mail Label No.: EV 732210185 US 

Embodiment A1 33. A compound according to any one of the embodiments Al Error! 
Roforonc e sourc e not found, to A98 Error! R e fer e nce sourco not found. , wherein 

G 1 is aryl or heteroaryl, optionally substituted with one or more substituents R 40 , 
R 41 , and R 42 , wherein 

R 40 , R 41 , and R 42 are as defined in embodiment Al Error! Referenc e 
sourco not found. . 

Embodiment A134. A compound according to embodiment A133 Error! R e f e r e nc e 
source not found. , wherein 

G 1 is C 3 _ 10 -aryl or C 3 . 10 -heteroaryl, optionally substituted with one or more 
substituents R 40 f R 41 , and R 42 , wherein 

R 40 , R 41 , and R 42 are as defined in embodiment Al Error! R e f e r e nc e 
sourc e not found. . 

Embodiment A135. A compound according to embodiment A 133 Error! R e f e r e nc e 
sourco not found. , wherein 

G 1 is aryl, optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 

wherein 

R 40 , R 41 , and R 42 are as defined in embodiment Al Error! Roforonc e 
source not found. . 

Embodiment A136. A compound according to embodiment A135 Error! R e f e r e nc e 
sourc e not found. , wherein 

G 1 is C 3 . 10 -aryl, optionally substituted with one or more substituents R 40 , R 41 , 

and R 42 , wherein 

R 40 , R 41 , and R 42 are as defined in embodiment Al Error! Refer e nc e 
sourc e not found. . 

Embodiment A137. A compound according to embodiment A136 Error! R e f e r e nc e 
sourc o not found. , wherein 

G 1 is phenyl, optionally substituted with one or more substituents R 40 , R 41 , and 

R 42 , wherein 
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R 40 , R 41 , and R 42 are as defined in embodiment At Error! Roforenc e 
source not found. . 



Embodiment A138. A compound according to any one of the embodiments A 133 Error! 

R o f o r o nc e source not found, to A137 Error! R e f e r e nc e source not found. , wherein 
R 40 , R 41 , and R 42 independently of each other are 
halogen, -CN, -N0 2 , C^-alky!, -CHF 2 , -CF 3 , -OR 54 , -NR^R 55 , -SR 54 , 
-NR 54 S(0) 2 R 55 , -S(0) 2 NR 54 R 55 , -S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , 
-C(0)NR 54 R 55 , -OC(0)NR 54 R 55 , -NR 54 C(0)R 55 , -CH 2 C(0)NR 54 R 55 , 
-CH 2 C(0)OR 54 , -OCH 2 C(0)NR 54 R 55 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , and -C^OR 54 ; 
or 

C 2 . 6 -alkenyl and C 2 -6-alkynyl, which may optionally be substituted with one or 
more substituents selected from -CN, -CF 3> -OCF 3 , -OR 54 , -NR 54 R 55 and 
Ci-e-alkyI, wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

Ci^-alkyl-arylene-, Ci-e-alkyl-heteroarylene-, aryl-C^-alkylene-, 

heteroaryl-Ci-e-alkylene-, heteroaryl, oraryl; 

or 

R 54 and R 55 , when attached to the same nitrogen atom, together with 
the said nitrogen atom may form a 3 to 8 membered heterocyclic ring 
optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds. 



Embodiment A139. A compound according to embodiment A138 Error! Referenc e 
source not found. , wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, -CN, C^-alkyl, -CF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR 54 S(0) 2 R 55 , -S(0)R 54 , 
-S(0) 2 R 54 , -CH 2 C(0)OR 54 , -CH 2 OR 54 , -CH 2 NR 54 R 55 , and -C(0)OR 54 ; 
wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 
C^-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-C^-alkylene-, 
heteroaryl-C^e-alkylene-, heteroaryl, or aryl; 
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or 

R 54 and R 55 , when attached to the same nitrogen atom, together with 
the said nitrogen atom may form a 3 to 8 membered heterocyclic ring 
optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds. 

Embodiment A140. A compound according to embodiment A 139 Error! R e f e r e nc e 
sourc e not found, wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, or -OR 54 

wherein 

R 54 is hydrogen, d-e-alkyl, d-e-alkyl-arylene-, d-e-alkyl-heteroarylene-, 
aryl-d-e-alkylene-, heteroaryl-d-e-alkylene-, heteroaryl, or aryl. 

Embodiment A1 41 . A compound according to any one of the embodiments A 138 Error! 

R e f e r e nce sourc e not found, to A 139 Error! R e ferenc e source not found. , wherein 
R 54 and R 55 independently of each other are hydrogen, or d-e-alkyl, 
d-e-alkyl-d-^-arylene-, d-6-alkyl-C 3 -io-heteroarylene-, C^o-a^'-Ci-e-alkylene-, 
C 3 _ 10 -heteroaryl-d-6-alkylene-, C 3 -io-heteroaryl, or C 3 _ 10 -aryl. 

Embodiment A142. A compound according to embodiment A141 Error! R e f e r e nc e 
source not found. , wherein 

R 54 and R 55 independently of each other are hydrogen or d-e-alkyl. 

Embodiment A143. A compound according to embodiment A 142 Error! Roforonc e 
sourc e not found. , wherein 
R 54 is hydrogen. 

Embodiment A144. A compound according to embodiment A142 Error! R e f e r e nc e 
sourc e not found, or embodiment A 143 Error! Roforonc e sourc e notfound. , wherein 
R 55 is hydrogen. 
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Embodiment A145. A compound according to embodiment A 140 Error! Roforonce 
sourc e not found, wherein 
R 54 is methyl. 

Embodiment A146. A compound according to embodiment A 135 Error! Roforence 
sourc e not found. , wherein 
G 1 is 



R 56 , R 57 , R 58 , R 59 , and R , independently of each other, are hydrogen or halogen, -CN, 
-N0 2 , d-e-alkyl, -CHF 2> -CF 3 , -OCF 3 , -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , 
-SCF 3 , -OR 61 , -NR 61 R 62 , -SR 61 , -NR 61 S(0) 2 R 62 , -S(0) 2 NR 61 R 62 , -S(0)NR 61 R 62 , -S(0)R 61 , 
-S(0) 2 R 61 , -C(0)NR 61 R 62 , -OC(0)NR 61 R 62 , -NR 61 C(0)R 62 , -CH 2 C(0)NR 61 R 62 , 
-CH 2 C(0)OR 61 , -OCH 2 C(0)NR 61 R 62 , -CH 2 OR 61 , -CH 2 NR 61 R 62 , -OC(0)R 61 , -C(0)R 61 and 
-C(0)OR 61 ; or 

C 2 . 6 -alkenyl and C 2 -6-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 61 , -NR 61 R 62 and C^-alkyl; 
C 3 -i 0 -cycloalkyl, C 4 -8-cycloalkenyl, heterocyclyl, Cs-io-cycloalkyl-C^-alkylene-, 
Cs-io-cycloalkyl-Cve-alkoxy-, C 3 .i 0 -cycloalkyloxy, C 3 _ 10 -cycloalkyl-Ci- 6 -alkylthio-, 
C 3 _i 0 -cycloalkylthio, C 3 _ 10 -cycloalkyl-C 2 - 6 -alkenylene-, C 3 . 10 -cycloalkyl-C 2 ^-alkynylene-, 
C 4 -8-cycloalkenyl-C 1 _ 6 -alkylene- l C 4 ^-cycloalkenyl-C 2 . 6 -alkenylene-, 
C 4 > 8 -cycloalkenyl-C 2 ^-alkynylene-, heterocyclyl-C^-alkylene-, 
heterocyclyl-C 2 ^-alkenylene-, heterocyclyl-C 2 ^-alkynylene-; or 
aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-d-e-alkoxy-, aryl-C^-alkylene-, 
aryl-C 2 - 6 -alkenylene- t aryl-C 2 . 6 -alkynylene-, heteroaryl, heteroaryl-C^-alkylene-, 
heteroaryl-C 2 . 6 -alkenylene- and heteroaryl-C 2 ^-alkynylene-, of which the aryl and 
heteroaryl moieties optionally may be substituted with one or more substituents selected 
from halogen, -C(0)OR 61 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 61 , -NR 61 R 62 or C^-alkyl, wherein 



R 



57 




, wherein 
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R 61 and R 62 independently of each other are hydrogen, C^-alkyl, 
Ci-e-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-d-e-alkylene-, 
heteroaryl-Ci-e-alkylene-, heteroaryl, or aryl; 
or 

R 61 and R 62 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment A147. A compound according to embodiment A 146 Error! Rof e r e nco 

source not found. , wherein 

R 56 , R 57 , R 58 , R 59 , and R 60 independently of each other are 
halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OR 61 , -NR 61 R 62 , -SR 61 , 
-NR 61 S(0) 2 R 62 , -S(0) 2 NR 61 R 62 , -S(0)NR 61 R 62 , -S(0)R 61 , -S(0) 2 R 61 , 
-C(0)NR 61 R 62 , -OC(0)NR 61 R 62 , -NR 61 C(0)R 62 , -CH 2 C(0)NR 61 R 62 , 
-CH 2 C(0)OR 61 , -OCH 2 C(0)NR 61 R 62 , -CH 2 OR 61 , -CH 2 NR 61 R 62 , and -C(0)OR 61 ; 
or 

C 2 _ 6 -alkenyl and C 2 _6-alkynyl, which may optionally be substituted with one or 
more substituents selected from -CN, -CF 3 , -OCF 3 , -OR 61 , -NR 61 R 62 and 
d-e-alkyl, wherein 

R 61 and R 62 independently of each other are hydrogen, C^-alkyl, 

Ci-e-alkyl-arylene-, d- 6 -alkyl-heteroarylene-, aryl-C^e-alkylene-, 

heteroaryl-d-e-alkylene-, heteroaryl, or aryl; 

or 

R 61 and R 62 , when attached to the same nitrogen atom, together with 
the said nitrogen atom may form a 3 to 8 membered heterocyclic ring 
optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds. 

Embodiment A148. A compound according to embodiment A 146 Error! R e f e r e nce 
sourc e not found, or embodiment A147 Error! R e f e r e nc e source not found. , wherein 
R 56 or R 57 is -OR 61 . 
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Embodiment A149. A compound according to embodiment A148 Error! Referenc e 
sourc e not found, wherein R 61 is methyl. 

Embodiment A150. A compound according to embodiment A 147 Error! R e f e r e nce 

source not found. , wherein 

R 61 and R 62 independently of each other are hydrogen, or d_6-alkyl, 
Ci-e-alkyl-Ca-io-arylene-, C^-alkyl-Cs-io-heteroarylene-, C^o-aryl-d-e-alkylene-, 
C^io-heteroaryl-d^-alkylene", C^io-heteroaryl, or C 3 -io-aryl. 

Embodiment A1 51 . A compound according to embodiment A 150 Error! Ref e r e nc e 
source not found. , wherein 

R 61 and R 62 independently of each other are hydrogen or C^-alkyl. 

Embodiment A152. A compound according to embodiment A151 Error! Referenc e 
source not found. , wherein 
R 61 is hydrogen. 

Embodiment A153. A compound according to embodiment A 151 Error! Referenc e 
sourc e not found, or embodiment A 152 Error! R e ferenc e source not found. , wherein 
R 62 is hydrogen. 

Embodiment A154. A compound according to any one of the embodiments A146 Error! 
R e ferenc e source not found, to A153 Error! R e ferenc e sourc e not found. , wherein 
at least one of R 56 , R 57 , R 58 , R 59 , and R 60 are hydrogen. 

Embodiment A155. A compound according to embodiment A154 Error! Referenc e 
source not found. , wherein 

at least two of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment A156. A compound according to embodiment A 155 Error! R e f e renc e 
sourc e not found. , wherein 

at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 
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Embodiment A157. A compound according to any one of the embodiments Al Error! 

Roforonc e sourc e not found, to A 156 Error! R e f o ronco sourc e not found. , wherein 
L 2 is a direct bond, C^-alkylene, C 2 -6-alkenylene, C 2 - 6 -alkynylene, -N-R 20 -, 
-d-e-alkylene-NIR 20 )-, -C 2 . 6 -alkenylene-N(R 20 )-, or -C 2 _ 6 -alkynylene-N(R 20 )-, 
wherein 

R 20 is as defined in embodiment Al Error! R e foronc o sourc e not 
found. . 

Embodiment A158. A compound according to any one of the embodiments Al Error! 
R o foronce source not found, to A 153 Error! R e fer e nc e sourc e not fou n d. , wherein 

L 2 is -N-R 20 -, -alkylene-N(R 20 )-, -alkenylene-N(R 20 )-, or -alkynylene-N(R 20 )-, 

wherein 

R 20 is as defined in embodiment Al Error! R e f e r e nce sourc e not 
found. . 

Embodiment A159. A compound according to embodiment A 157 Error! Referenc e 
sourc e not found, or embodiment A 158 Error! R e ference sourc e not found. , wherein 
L 2 is -N-R 20 -, -d-e-alkylene-NCR 20 )-, -C 2 ^-alkenylene-N(R 20 )-, or 
-C 2 _6-alkynylene-N(R 20 )-, wherein 

R 20 is as defined in embodiment Al Error! Ref e r e nc e sourc e not 
found. . 

Embodiment A160. A compound according to embodiment A 159 Error! R e ferenc e 
source not found. , wherein 
L 2 is -N-R 20 -, wherein 

R 20 is as defined in embodiment Al Error! Rofor o nce source not 

found. . 

Embodiment A1 61. A compound according to embodiment A157 Error! R o f o ronc e 
sourc e not found. , wherein 
L 2 is a direct bond. 
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Embodiment A162. A compound according to any one of the embodiments Al Error! 
R o f o ronco sourc e not found, to A160 Error! R e f o r o nc e sourc e not found. , wherein 
R 20 is hydrogen, or 

R 20 is d-e-alkyl, C 2 _ 6 -alkenyl, C 2 . 6 -alkynyl, C 3 -i 0 -cycloa!kyl-W 3 -, 
C 3 -io-heterocyclyl-W 3 -, C 3 . 10 -aryl-W 3 -, or C 4 -i 0 -heteroaryl-W 3 -, optionally 
substituted with one or more substituents R 30 , R 31 , and R 32 wherein 

W 3 , R 30 , R 31 , and R 32 are as defined in embodiment Al Error! 

R o foronce source not found. . 

Embodiment A163. A compound according to embodiment A 162 Error! R e f e r e nc e 
sourc e not found. , wherein 
W 3 is alkylene. 

Embodiment A164. A compound according to embodiment A 163 Error! Roforence 
source not found. , wherein 
W 3 is C 2 -6-alkylene. 

Embodiment A165. A compound according to embodiment A162 Error! Rofor e nc e 
sourc e not found. , wherein 
W 3 is a direct bond. 

Embodiment A166. A compound according to any one of the embodiments Al Error! 
Refer e nce source not found, to A160 Error! R e ference sourc e not found. , wherein 
R 20 is hydrogen, Ci-e-alkyI, C 2 _ 6 -alkenyl, or C 2 . 6 -alkynyl, optionally substituted 
with one or more substituents R 30 , R 31 , and R 32 wherein 

R 30 , R 31 , and R 32 are as defined in embodiment Al Error! R e f e r e nc e 
source not found. . 

Embodiment A167. A compound according to any one of the embodiments A 162 Error! 
Ref e renc e source not found, to A 166 Error! R e f e rence source not found. , wherein 
R 20 is hydrogen, or 

R 20 is C^e-alkyl, C^-alkenyl, or d^-alkynyl, optionally substituted with one or 
more substituents R 30 , R 31 , and R 32 , wherein 
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R 30 , R 31 , and R 32 are as defined in embodiment Al Error! Roforonco 
sourc e not found. . 

Embodiment A! 68. A compound according to any one of the embodiments Al Error! 

R e fer e nce sourc e not found, to A167 Error! R e f e renc e sourc e not found. , wherein 
R 30 , R 31 , and R 32 independently of each other are selected from -CHF 2 , -CF 3 , 
-OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 52 , -NR 52 R 53 , 
-SR52, -NR 52 S(0) 2 R 53 , -S(0) 2 NR 52 R 53 , -S(0)NR 52 R 53 , -S(0)R 52 , -S(0) 2 R 52 , 
-C(0)NR 52 R 53 , -OC(0)NR 52 R 53 , -NR 52 C(0)R 53 , -CH 2 C(0)NR 52 R 53 , 
-OCH 2 C(0)NR 52 R 53 , -CH 2 OR 52 , -CH 2 NR 52 R 53 , -OC(0)R 52 , -C(0)R 52 and 
-C(0)OR 52 , wherein 

R 52 and R 53 are as defined in embodiment Al Error! R e f e r e nc e 
sourco not found. . 

Embodiment A169. A compound according to embodiment A168 Error! R e f e r e nc e 

sourco not found. , wherein 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment A170. A compound according to any one of the embodiments Al. Error! 

R o f o r o nc o sourc e not found, to A168 Error! Ref e r e nce sourc e not found. , wherein 
R 52 and R 53 independently of each other are hydrogen, C^-alkyl, 
aryl-C 1 . 6 -alkylene- heteroaryl-Ci- 6 -alkylene- heteroaryl, or aryl. 

Embodiment A171 . A compound according to embodiment A170 Error! R e f e r e nc e 
source not found. , wherein 

R 52 and R 53 independently of each other are hydrogen, C^-alkyl, 

aryl-C^e-alkylene-or aryl. 

Embodiment A172. A compound according to embodiment A171 Error! R e ferenc e 
sourco not found. , wherein 
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R 52 and R 53 independently of each other are hydrogen or C^-alkyl. 

Embodiment A173. A compound according to embodiment A172 Error! Roferenc e 
source not found. , wherein 
R 52 is hydrogen. 

Embodiment A174. A compound according to embodiment A 172 Error! R e f e r e nc e 
sourc e not found- or embodiment A 173 Error! R e f e r e nc e source not found. , wherein 
R 53 is hydrogen. 

Embodiment A175. A compound according to embodiment A 167 Error! Ref e r e nc e 
sourc e not found. , wherein 
R 20 is hydrogen. 

Embodiment A176. A compound according to any one of the embodiments Al Error! 
R o f o ronce sourc e not found, to A 175 Error! R e f e r e nc e source not found. , wherein 
L 3 is -C(O)-, -C(0)-C(0)- or -C(0)CH 2 C(0)-. 

Embodiment A177. A compound according to embodiment A 176 Error! R e f e r e nc e 
sourc e not found, wherein 
L 3 is -C(O)-. 

Embodiment A178. A compound according to embodiment A176 Error! R e fer e nc e 
sourc e not found, wherein 
L 3 is -C(0)-C(0)-. 

Embodiment A179. A compound according to embodiment A176 Error! Ref e r e nc e 
source not found, wherein 
L 3 is -C(0)CH 2 C(0)-. 

Embodiment A180. A compound according to any one of the embodiments Al Error! 
Rofer e nce source not found, to A179 Error! Rof e r e nc e source not found. , wherein 
R 1 is hydrogen, or 
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R 1 is d-e-alkyl, C 2 . 6 -alkenyl, C 2 -6-alkynyl, C 3 -io-cycloalkyi-W 4 -, C 3 _ 10 -heterocyclyl- 
W 4 -, C 3 _ 10 -aryl-W 4 -, or C 4 _ 10 -heteroaryl-W 4 -, optionally substituted with one or 
more substituents R 33 , R 34 , and R 35 wherein 

W 4 , R 33 , R 34 , and R 35 are as defined in embodiment Al Effort 

R o f o ronco sourc e not found. . 

Embodiment A1 81 . A compound according to embodiment A 180 Error! R e f e r e nc e 
source not found. , wherein 
W 4 is alkylene. 

Embodiment A182. A compound according to embodiment A181 Error! R e f e r e nc e 
source not found. , wherein 
W 4 is C 2 -6-alkylene. 

Embodiment A183. A compound according to embodiment A180 Error! R e f e r e nc e 
source not found. , wherein 
W 4 is a direct bond. 

Embodiment A184. A compound according to any one of the embodiments Al Error! 
Refer e nce source not found, to A176 Error! R e ferenc e sourc e not found. , wherein 
R 1 is hydrogen, d^-alkyl, C 2 -6-alkenyl, or C 2 ^-alkynyl, optionally substituted with 
one or more substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined in embodiment Al Error! Referenc e 
sourc e not found. . 

Embodiment A185. A compound according to any one of the embodiments A180 Error! 
R e fer e nc e sourc e not found, to A184 Error! R e f e r e nc e source not found. , wherein 
R 1 is hydrogen, C^-alkyl, C 2 -6-alkenyl, or C 2 . 6 -alkynyl, optionally substituted with 
one or more substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined in embodiment Al Error! Roforence 
sourc e not found. . 
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Embodiment A186. A compound according to embodiment A 185 Error! Ref e r e nc e 
source not found. , wherein 

R 1 is hydrogen or C^-alkyl optionally substituted with one or more substituents 
R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined in embodiment Al Error! Refer e nc e 
sourc e not found, . 

Embodiment A187. A compound according to any one of the embodiments Aj[ Error! 

Reference sourc e not found, to A186 Error! R e f e r e nc e source not found. , wherein 
R 33 , R 34 , and R 35 independently of each other are selected from -CHF 2 , -CF 3 , 
-OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2> -S(0) 2 CF 3 , -SCF 3 , -OR 52 , -NR 52 R 53 , 
-SR 52 , -NR 52 S(0) 2 R 53 , -S(0) 2 NR 52 R 53 , -S(0)NR 52 R 53 , -S(0)R 52 , -S(0) 2 R 52 , 
-C(0)NR 52 R 53 , -OC(0)NR 52 R 53 , -NR 52 C(0)R 53 , -CH 2 C(0)NR 52 R 53 , 
-OCH 2 C(0)NR 52 R 53 , -CH 2 OR 52 , -CH 2 NR 52 R 53 , -OC(0)R 52 , -C(0)R 52 and 
-C(0)OR 52 , wherein 

R 52 and R 53 are as defined in embodiment Al Error! Reference 
sourc e not found. . 

Embodiment A188. A compound according to embodiment A 186 Error! R e f e r e nc e 

sourc e not found. , wherein 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds. 

Embodiment A189. A compound according to embodiment A186 Error! R e f e r e nc e 

source not found, , wherein 

R 52 and R 53 independently of each other are hydrogen, Ci^-alkyl, 
aryl-Ci- 6 -alkylene- heteroaryl-C^-alkylene- heteroaryl, or aryl. 

Embodiment A190. A compound according to embodiment A 189 Error! R e f e r e nce 
source not found, , wherein 
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R 52 and R 53 independently of each other are hydrogen, C^-alkyl, 
aryl-C^-alkylene-or aryl. 

Embodiment A191. A compound according to embodiment A 190 Error! Referenc e 
sourc e not found. , wherein 

R 52 and R 53 independently of each other are hydrogen or C^-alkyl. 

Embodiment A192. A compound according to embodiment A191 Error! Ref e r e nc e 
source not found. , wherein 
R 52 is hydrogen. 

Embodiment A193. A compound according to embodiment A191 Error! Reference 
sourc e not found, or embodiment A 192 Error! R e f e r e nc e source not found. , wherein 
R 53 is hydrogen. 

Embodiment A194. A compound according to embodiment A 186 Error! Ref e r e nc e 
sourc e not found. , wherein 
R 1 is hydrogen. 

Embodiment A195. A compound according to any one of the embodiments Al Error! 
Referenc e sourc e not found, to A 194 Error! R e ference sourc e not found. , wherein 
G 2 is heteroaryl, fused heterocyclylheteroaryl, or fused cycloalkylheteroaryl, 
optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein 
said heteroaryl group posesses a nitrogen atom adjacent to the atom joining G 2 
with -N(R 1 )-, and wherein 

R 43 , R 44 , and R 45 are as defined in embodiment Al Error! R e f e r e nce 
sourc e not found. . 

Embodiment A196. A compound according to embodiment A195 Error! Ref e r e nce 

sourc e not found. , wherein 

G 2 is fused cycloalkylheteroaryl optionally substituted with one or more 
substituents R 43 , R 44 , and R 45 , wherein said heteroaryl group posesses a 
nitrogen atom adjacent to the atom joining G 2 with -N(R 1 )-, and wherein 
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R 43 , R 44 , and R 45 are as defined in embodiment Al Error! Refer e nc e 
source not found. . 



Embodiment A197. A compound according to embodiment A 196 Error! Referenc e 
sourc e not found, wherein 

G 2 is fused cycloalkylthiazolyl optionally substituted with one or more 
substituents R 43 , R 44 , and R 45 , and wherein 

R 43 , R 44 , and R 45 are as defined in embodiment Al Error! Roforenco 
sourc e not found. . 



Embodiment A198. A compound according to embodiment A 197 Error! Referenc e 
sourc e not found. , wherein 

G 2 is fused cycloalkylthiazolyl optionally substituted with -COOH. 

Embodiment A199. A compound according to embodiment A 195 Error! R e f e renc e 
sourc e not found. , wherein 

G 2 is heteroaryl optionally substituted with one or more substituents R 43 , R 44 , 
and R 45 , wherein said heteroaryl group posesses a nitrogen atom adjacent to 
the atom joining G 2 with -N(R 1 )-, and wherein 

R 43 , R 44 , and R 45 are as defined in embodiment Al Error! Rof o renco 
source not found. . 

Embodiment A200. A compound according to embodiment A199 Error! Referenc e 
sourc e not found. , wherein 

G 2 is furanyl, thienyl, thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, 
tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, thiadiazolyl, isothiazolyl, 
pyridinyl, pyridazinyl, pyrazinyl, pyrimidinyl, quinolinyl, isoquinolinyl, 
benzofuranyl, benzothiophenyl, indolyl, or indazolyl, optionally substituted with 
one or more substituents R 43 , R 44 , and R 45 , wherein 

R 43 , R 44 , and R 45 are as defined in embodiment Al Error! Ref e r e nc e 
source not found. . 
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Embodiment A201 . A compound according to embodiment A 200 Error! Roforonc e 
sourc e not found, wherein G 2 is thiazolyl, optionally substituted with one or more 
substituents R 43 , R 44 , and R 45 , wherein 

R 43 , R 44 , and R 45 are as defined in embodiment A1 Error! Roforenc e 

source not found. . 

Embodiment A202. A compound according to embodiment A 201 Error! Ref e renc e 
sourc e not found, wherein G 2 is 




wherein 

R 43 and R 44 are as defined in embodiment A1 Error! R e ference sourc e not 
found. . 

Embodiment A203. A compound according to embodiment A 202 Error! R e f e r e nc e 
sourc e not found, wherein G 2 is 



/ 




wherein 

R 43 is as defined in embodiment Al Error! R e fer e nce source not found. . 

Embodiment A204. A compound according to embodiment A 202 Error! Reference 
sourc e not found, wherein G 2 is 



/ 




wherein 
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R 43 and R 44 are as defined in embodiment Al Error! R e fer e nc e sourc e not 
found. . 

Embodiment A205. A compound according to embodiment A 2Q0 Error! R e fer e nc e 
source not found, wherein G 2 is 



/ 




S-N 
wherein 

R 43 is as defined in embodiment Al Error! R e ferenc e sourc e not 
found. . 

Embodiment A206. A compound according to embodiment A 202 Error! Reference 
sourc e not found, wherein G 2 is 



/ 




wherein 

R 44 is as defined in embodiment Al Error! R e ference source not found. . 

Embodiment A207. A compound according to any one of the embodiments Al Error! 

Refer e nc e source not found, to A 206 Error! R e ference sourc e not found. , wherein 
R 43 , R 44 , and R 45 independently of each other are selected from 
-CN, -N0 2 , -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -SfO^NR^R 55 , 
-S(0)NR 54 R 55 , -S(0)R 54 , -S(0) 2 R 54 , -CCOJNR^R 55 , -OC(0)NR 54 R 55 , 
-NR 54 C(0)R 55 , halogen, -S-C^-alkylene-OR 54 , -S(0) 2 -C 1 . 6 -alkylene-OR 54 , 
-C^-alkylene-S-R 54 , -C 1 . 6 -alkylene-S(0)R 54 J -C 1 ^-alkylene-S(0) 2 R 54 , 
-C^-alkylene-^R^SCO^R 55 , -N(R 54 )S(0) 2 R 55 , -Cv 6 -alkylene-C(0)NR 54 R 55 , 
-C^-alkylene-N(R 54 )C(0)R 55 , -N(R 54 )C(0)R 55 , 
-C 1 . 6 -alkylene-N(R 54 )C(0)NR 55 R 56 , C 1 _ 6 -alkylene-NHC(=NR 54 )NR 55 R 56 , 
-C 1 ^-alkylene-N(R 54 )C(0)OR 55 ,-N(R 54 )C(0)OR 55 ,-C 1 ^alkylene-C(0)OR 54 , 
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-OCH 2 C(0)NR 54 R 55 , -0(CH 2 ) 1 _ 3 OR 54 , -C^-alkylene-O-R 54 , 
-CLe-alkylene-CCOJR^^C^-alkylene-NR^R 55 , -C 1 . 6 -alky!ene=N-0-R 54 > 
-C 1 . 6 -alkylene-N(R 54 )S(0) 2 NR 55 R 56 , -N(R 54 )S(0) 2 NR 55 R 56 , -N(R 54 )S(0) 2 NR 55 R 56 , 
-OCfOJR 54 , -C(0)N(R 54 )S(0) 2 R 55 , -C 1 - 6 -alkylene-C(R 54 )=N-OR 55 > 
-NHC(=NR 54 )NR 55 R 56 , -C 1 ^alkylene-N=C(N(R 54 R 55 )) 2 , -N=C(N(R 54 R 55 )) 2 , 
-C(0)R 54 and -C(0)OR 54 ; or 

d-e-alkyl or C^-alkenyl , each of which may optionally be substituted with one 
or more substituents independently selected from halogen, R 54 , -CN, -CF 3 , 
-OCF 3 , -OR 54 , -C(0)OR 54 , -NR 54 R 55 and C^-alkyl; or 
C 3 _io-cycloalkyl, heterocyclyl, C 3 _ 10 -cycloalkyl-d-6-alkylene-, 
C^KrCycloalkyl-C^-alkoxy-, C 3 _ 10 -cycloalkyloxy, heterocyclyl-d-e-alkylene-, of 
which the heterocyclyl moieties optionally may be substituted with one or more 
substituents independently selected from R 70 ; or 
aryl, aryloxy, aryl-d-e-alkoxy-, aryl-C^-alkylene-, heteroaryl, 
heteroaryl-Cve-alkylene-, of which the aryl and heteroaryl moieties optionally 
may be substituted with one or more substituents selected from halogen, 
-C(0)OR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 54 , -NR 54 R 55 or d_ 6 -alkyl, wherein 
R 54 ' R 55 and R 56 are as defined in embodiment Al Error! R e ference sourc e 
not found. . 

Embodiment A208. A compound according to embodiment A 207 Error! R e f e r e nc e 

sourc e not found. , wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 
-OR 54 , -NR^R 55 , -SR 54 , -S(0)R 54 , -S(0) 2 R 54 , -C(0)NR 54 R 55 , halogen, 
-S-d-e-alkylene-OR^^CLe-alkylene-S-R 54 , -d-e-alkylene-SfOJR 54 , 
-C^-alkylene-SCO^R 54 , -d_ 6 -alkylene-N(R 54 )S(0) 2 R 55 , 
-d_6-alkylene-C(0)NR 54 R 55 , -d^alkylene-N(R 54 )C(0)R 55 , 
-C^-alkylene-N(R 54 )C(0)NR 55 R 56 , d_6-alkylene-NHC(=NR 54 )NR 55 R 56 , 
-C^-alkylene-NCR^JCCOJOR^.-d-e-alkylene-qOJOR 54 , -d-e-alkylene-O-R 54 , 
-d^-alkylene-CCOJR 54 , -C^-alkylene-NR^R 55 , -d_ 6 -alkylene=N-0-R 54 , 
-C^-alkylene-N=C(N(R 54 R 55 )) 2> -N=C(N(R 54 R 55 )) 2 , -C(0)R 54 and -C(0)OR 54 ; or 
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d_ 6 -alkyl optionally substituted with one or more substituents independently 
selected from halogen, R 54 , -CN, -CF 3 , -OCF 3 , -OR 54 , -C(0)OR 54 , -NR 54 R 55 and 
d-e-alkyl; or 

Heterocyclyl or heterocyclyl-d. 6 -alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently 
selected from R 70 ; or 

aryl, aryl-d. 6 -alkylene-, heteroaryl, heteroaryl-Ci- 6 -alkylene-, of which the aryl 
and heteroaryl moieties optionally may be substituted with one or more 
substituents selected from halogen, -C(0)OR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 54 , 
-NR 54 R 55 or d-e-alkyl, wherein 

R 54 ' R 55 , R 56 , and R 70 are as defined in embodiment Al Error! Roforonco 
source not found, . 

Embodiment A209. A compound according to embodiment A208 Error! Rofor e nc e 
sourc e not found. , wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 

-SR 54 , -S(0)R 54 , -S(0) 2 R 54 , halogen, -C^-alkylene-S-R 54 , 

-C^-alkylene-S(0)R 54 , -d^ 

-d-6-alkylene-C(0)OR 54 , -C^-alkylene-O-R 54 , -d_ 6 -alkylene-NR 54 R 55 , 
-C 1 ^-alkylene-C(0)R 54 , -C(0)R 54 and -C(0)OR 54 ; or 
d-e-alkyl optionally substituted with one or more substituents independently 
selected from halogen, R 54 , -CN, -CF 3 , -OCF 3 , -OR 54 , -C(0)OR 54 , -NR 54 R 55 and 
d^-alkyl; or 

Heterocyclyl or heterocyclyl-Ci_ 6 -alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently 
selected from R 70 ; or 

heteroaryl or heteroaryl-d_ 6 -alkylene-, of which the aryl and heteroaryl moieties 
optionally may be substituted with one or more substituents selected from 
halogen, -C(0)OR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 54 , -NR 54 R 55 or d_ 6 -alkyl, 
wherein 

R 54 ' R 55 , R 56 , and R 70 are as defined in embodiment Al Er r or! R o f o r o nco 
source not found. . 
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Embodiment A210. A compound according to embodiment A 209 Error! R e f e r e nce 

source not found. , wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 
-SR 54 , -S(0) 2 R 54 , halogen.-d-e-alkylene-CCOJOR 54 , and -C(0)OR 54 ; or 
Heterocyclyl or heterocyclyl-d-e-alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently 
selected from R 70 ; or 

heteroaryl or heteroaryl-C^-alkylene-, of which the heteroaryl moieties 
optionally may be substituted with one or more substituents selected from 
halogen, -C(0)OR 54 , -CN, -CF 3 , -OCF 3 , -N0 2> -OR 54 , -IMR 54 R 55 or C^-alkyl, 
wherein 

R 54 , R 55 , R 56 , and R 70 are as defined in embodiment Al Error! R e f e r e nc e 
source not found. . 

Embodiment A21 1 . A compound according to embodiment A 210 Error! Refer e nc e 

source not found. , wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 
-SR 54 , -S(0) 2 R 54 , halogen^d-e-alkylene-^OJOR 54 , and -C(0)OR 54 ; or 
heterocyclyl-d_ 6 -alkylene-, wherein 

heterocyclyl is selected from imidazolyl, piperidyl, piperazinyl, and morpholinyl, 
and 

of which the heterocyclyl moieties optionally may be substituted with one or 
more substituents independently selected from R 70 ; or 
heteroaryl or heteroaryl-d. 6 -alkylene-, wherein heteroaryl is selected from 
thiazolyl, triazolyl, or tetrazolyl, and of which the heteroaryl moieties optionally 
may be substituted with one or more substituents selected from halogen, 
-C(0)OR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 54 , -NR 54 R 55 or C^-alkyl, wherein 
R 54 , R 55 , R 56 , and R 70 are as defined in embodiment Al Error! R e f e r e nc e 
source not found. 

Embodiment A212. A compound according to embodiment A 209 Error! Refer e nc e 
source not found. , wherein 
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R 43 , R 44 , and R 45 independently of each other are selected from 
-C^-alkylene-S-R^rCLe-alkylene-O-R 54 , -C 1 . 6 -alkylene-S(0) 2 R 54 or 
-Cve-alkylene-NR^R 55 , wherein 

R 54 and R 55 are as defined in embodiment Al Error! R e f e renc e sourco not 

IVMl I M . . 

Embodiment A213. A compound according to embodiment A 209 Error! Refer e nc e 
sourc e not found. , wherein 

R 43 is -CWalkylene-S-R 54 , wherein 

R 54 is as defined in embodiment Al Error! Reference sourc e not 

found. . 

Embodiment A214. R 43 is -C^-alkylene-O-R 54 , wherein 

R 54 is as defined in embodiment Al Error! R e ferenc e source not 

I V/V* I IU a • 

Embodiment A215. R 43 is -d_ 6 -alkylene-NR 54 R 55 , wherein 

R 54 and R 55 are as defined in embodiment Al Error! Reference 
sourc e not found. . 

Embodiment A21 6. R 43 is -Ci_6-alkylene-S(0) 2 R 54 , wherein 

R 54 is as defined in embodiment Al Error! R e ference source not 
found. . 

Embodiment A21 7. A compound according to any one of the embodiments A 207 Error! 
Reference source not found, to A 210 Error! R e ference sourco not found, wherein 
R 43 is heteroaryl or heteroaryl-C^e-alkylene- optionally substituted with one or more 
substituents selected from halogen, -C(0)OR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 54 , 
-NR 54 R 55 or Ci-6-alkyl, wherein R 54 and R 55 are as defined in embodiment Al Error! 
Refer e nce sourc e not found. . 

Embodiment A21 8. A compound according to embodiment A217 Error! Refer e nc e 
source not found, wherein R 43 is heteroaryl optionally substituted with one or more 
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substituents selected from halogen, -C(0)OR 54 , -CN, -CF 3 , -OCF 3 , -N0 2l -OR 54 , 
-NR 54 R 55 or d-6-alkyl, wherein R 54 and R 55 are as defined in embodiment Al Error! 
R o f o ronce source not found. . 

Embodiment A219. A compound according to embodiment A217 Error! Rofor e nco 
sourc e not found, wherein R 43 is heteroaryl-C^-alkylene- optionally substituted with 
one or more substituents selected from halogen, -C(0)OR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 , 
-OR 54 , -NR 54 R 55 or d-e-alkyl, wherein R 54 and R 55 are as defined in embodiment Al 
Error! R e for e nco sourc e not found- . 

Embodiment A220. A compound according to any one of the embodiments A 207 Error! 
Refer e nc e sourc e not found, to A 211 Error! R e f e r e nc e sourc e not found, wherein 
R 70 is =0, methyl or C(0)OR 75 . 

Embodiment A221 . A compound according to any one of the embodiments A 207 Error! 
Reference sourc e not found, to A 211 Error! R e forenco sourc e not found, wherein 

R 70 is -C(0)OH. 

Embodiment A222. A compound according to any one of the embodiments A 207 Error! 
Rofor e nc e sourc e not found, to A 211 Error! Ref e r e nc e source not found, wherein 
R 70 is -(CH 2 )i- 3 C(0)OH. 

Embodiment A223. A compound according to any one of the embodiments A 207 Error! 
R e f e r e nc e sourc e not found, to A211 Error! R e f e r e nc e source not found, wherein 
R 70 is -S(0) 2 CH 3 . 

Embodiment A224. A compound according to embodiment A211 Error! Roforonc e 
sourc e not found, wherein R 43 is -Cve-alkylene-CfOJOR 54 . 

Embodiment A225. A compound according to embodiment A 224 Error! Roforonc e 
source not found, wherein R 43 is -CH 2 -C(0)OR 54 . 
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Embodiment A226. A compound according to embodiment A 211 Error! R e f e r e nc e 
sourc e not found, wherein R 44 is -SR 54 . 

Embodiment A227. A compound according to embodiment A 211 Error! R e f e r e nce 
sourc e not found, wherein R 44 is -S(0) 2 R 54 . 

Embodiment A228. A compound according to embodiment A 211 Error! Ref e r e nc e 
sourc e not found, wherein R 44 is halogen. 

Embodiment A229. A compound according to any one of the embodiments Al Error! 

R e f e rence sourc e not found, to A 228 Error! Ref e r e nce source not found, wherein 
R 54 , R 55 and R 56 independently of each other are hydrogen, C^-alkyl, 
aryl-Ci-e-alkylene-, heteroaryl-C^-alkylene-, heterocyclyl, 
heterocyclyl-Ci-e-alkylene-, heteroaryl, or aryl, each of which is optionally 
substituted with one or more substituents independently selected from R 71 ; 
or 

R 54 and R 55 independently of each other are hydrogen or 
-(CHR 7 V(CHR 73 ) V -W 6 , 

or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen and 
sulfur, and optionally containing one or two double bonds, and optionally 
substituted with one or more Ci_ 6 -alkyl groups, 

wherein R 71 , R 72 , R 73 , u, v, and W 6 are as defined in embodiment Al Error! 
R e f e r e nc e source not found. . 

Embodiment A230. A compound according to embodiment A229 Error! Referenc e 

sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, C^-alkyl, 
heterocyclyl, heterocyclyl-C^-alkylene-, heteroaryl, or aryl, each of which is 
optionally substituted with one or more substituents independently selected 
from R 71 ; 
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or 

R 54 and R 55 independently of each other are hydrogen or 

-(CHR 72 ) U -(CHR 73 ) V -W 6 , 
wherein R 71 , R 72 , R 73 , u, v, and W 6 are as defined in embodiment Al Error! 
Roforonce sourc e not found. . 

Embodiment A231 A213 . A compound according to any one of the embodiments Al 
Error! Reference sourc e not found, to A 230 Error! R e foronco source not found. 

wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, methyl, ethyl, 
propyl, butyl, isopropyl, isobutyl, sec-butyl, te/t-butyl, 3-pentyl, 2-pentyl, or 3- 
methyl-butyl. 

Embodiment A232. A compound according to embodiment A 231 Error! R e f e r e nc e 
source not found, wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, methyl, ethyl, 

propyl, butyl, isopropyl, isobutyl, sec-butyl, or terf-butyl. 

Embodiment A233. A compound according to embodiment A 232 Error! R e ferenc e 
sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, methyl, ethyl, 

propyl, butyl, isopropyl, isobutyl, sec-butyl, or terf-butyl. 

Embodiment A234. A compound according to embodiment A 233 Error! R e fer e nc e 
sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, methyl or ethyl. 

Embodiment A235. A compound according to embodiment A 234 Error! R e ference 
sourc e not found, wherein 
R 54 is hydrogen. 

Embodiment A236. A compound according to any one of the embodiments Al Error! 
Reference sourc e not found, to A 230 Error! R e f e r e nc e source not found, wherein 
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R 54 , R 55 and R 56 independently of each other are oxetanyl, tetrahydrofuranyl, 
tetrahydropyranyl, oxepanyl, azetidyl, pyrrolidyl, piperidyl, hexahydroazepinyl, 
thietanyl, thiolanyl, tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, 1,3- 
dioxolanyl, 1,2-dithiolanyl, 1,3-dithiolanyl, hexahydro-pyridazinyl, imidazolidyl, 
1,3-dioxanyl, morpholinyl, 1,3-dithianyl, 1,4-dioxanyl, 1,4-dithianyl, or 
thiomorpholinyl, each of which is optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in 
embodiment Al Error! R e f o ronco sourc e not found. . 

Embodiment A237. A compound according to embodiment A 236 Error! Roforenc e 

sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, oxepanyl, 
piperidyl, hexahydroazepinyl, tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, 

1.3- dithiolanyl, hexahydro-pyridazinyl, 1,3-dioxanyl, morpholinyl, 1,3-dithianyl, 

1.4- dioxanyl, 1,4-dithianyl, or thiomorpholinyl, each of which is optionally 
substituted with one or more substituents independently selected from R 71 , 
wherein R 71 is as defined in embodiment Al Error! R e foronco sourc e not 
found. . 

Embodiment A238. A compound according to embodiment A 237 Error! Roforence 
source not found, wherein 

R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, piperidyl, 
tetrahydrothiopyranyl, 1,4-oxathianyl, hexahydro-pyridazinyl, morpholinyl, 1,4-dioxanyl, 
1,4-dithianyl, or thiomorpholinyl, each of which is optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment 
Al Error! Ref e renc e sourc e not found. . 

Embodiment A239. A compound according to embodiment A238 Error! R e f e r e nce 

sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, piperidyl, 
tetrahydrothiopyranyl, or morpholinyl, each of which is optionally substituted 
with one or more substituents independently selected from R 71 , wherein R 71 is 
as defined in embodiment Al Error! R e foronc e source not found. . 
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Embodiment A240. A compound according to embodiment A 239 Error! R e ference 

sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are piperidyl or morpholinyl, each 
of which is optionally substituted with one or more substituents independently 
selected from R 71 , wherein R 71 is as defined in embodiment Al Error! 
Refer e nc e source not found. . 

Embodiment A241. A compound according to embodiment A 240 Error! Referenc e 
sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are piperidyl or morpholinyl. 

242, 

Embodiment A243. A compound according to any one of the embodiments Al. Error! 

Ref e renc e sourc e not found, to A 230 Error! R e ference sourc e not found, wherein 
R 54 , R 55 and R 56 independently of each other are furanyl, thienyl, thiophenyl, 
pyrrolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, 
oxadiazolyl, thiadiazolyl, isothiazolyl, pyridinyl, pyridazinyl, pyrazinyl, 
pyrimidinyl, quinolinyl, isoquinolinyl, benzofuranyl, benzothiophenyl, indolyl, 
purinyl, or indazolyl, each of which is optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in 
embodiment Al^ Error! R e f e rence sourc e not found. . 

Embodiment A244. A compound according to embodiment A 243 Error! Referenc e 

sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are furanyl, thienyl, thiophenyl, 
pyrrolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, 
oxadiazolyl, thiadiazolyl, isothiazolyl, pyridinyl, pyridazinyl, pyrazinyl, 
pyrimidinyl, benzofuranyl, indolyl, or purinyl, each of which is optionally 
substituted with one or more substituents independently selected from R 71 , 
wherein R 71 is as defined in embodiment A1^ Error! R e f e r e nc e sourc e not 
found. . 
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Embodiment A245. A compound according to embodiment A 244 Error! R e f e r e nce 

sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are imidazolyl, triazolyl, tetrazolyl, 
thiazolyl, pyridinyl, pyrimidinyl, benzofuranyl, indolyl, or purinyl, each of which is 
optionally substituted with one or more substituents independently selected 
from R 71 , wherein R 71 is as defined in embodiment Al Error! Ref e r e nc e 
source not found. . 

Embodiment A246. A compound according to embodiment A 245 Error! Ref e r e nc e 

sourc e not found, wherein 

R 54 , R 55 and R 56 independently of each other are imidazolyl, triazolyl, tetrazolyl, 
thiazolyl, pyridinyl, pyrimidinyl, or purinyl, each of which is optionally substituted 
with one or more substituents independently selected from R 71 , wherein R 71 is 
as defined in embodiment Al Error! R e ferenc e source not found. . 

Embodiment A247. A compound according to embodiment A246 Error! R e f e r e nc e 

source not found, wherein 

R 54 , R 55 and R 56 independently of each other are imidazolyl, triazolyl, tetrazolyl, 
thiazolyl, pyridinyl, pyrimidinyl, each of which is optionally substituted with one 
or more substituents independently selected from R 71 , wherein R 71 is as defined 
in embodiment Al Error! R e ference sourc e not found. . 

Embodiment A248. A compound according to embodiment A247 Error! Referenc e 
sourc e not found, wherein R 54 is imidazolyl optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment 
Al Error! Rof o r o nco sourc e not found. . 

Embodiment A249. A compound according to embodiment A 247 Error! R e fer e nc e 
sourc e not found, wherein R 54 is triazolyl optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment 
Al Error! Referenc e source not found. . 
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Embodiment A250. A compound according to embodiment A 247 Error! Ref e r e nc e 
sourc e not found, wherein R 54 is tetrazolyl optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment 
Al Error! Roforonc e sourc e not found. . 

Embodiment A251 . A compound according to embodiment A 247 Error! R e f e renc e 
sourc e not found, wherein R 54 is thiazolyl optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment 
Al Error! R o f o r o nc e sourc e not found. . 

Embodiment A252. A compound according to embodiment A 247 Error! Referenc e 
source not found, wherein R 54 is pyridinyl optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment 
Al Error! Roforonc e sourc e not found. . 

Embodiment A253. A compound according to embodiment A 247 Error! R e f e renc e 
sourc e not found, wherein R 54 is pyrimidinyl optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment 
Al Error! Roforonce sourc e not found. . 

Embodiment A254. A compound according to embodiment A 246 Error! R e f e r e nc e 
source not found, wherein R 54 is purinyl optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment 
Al Error! Ref e r e nce sourc e not found. . 

Embodiment A255. A compound according to any one of the embodiments Al Error! 
Ref e r e nc e sourc e not found, to A 254 Error! R e foronco source not found, wherein 
R 71 is methyl or =0. 

Embodiment A256. A compound according to any one of the embodiments Al Error! 
R o forenc e source not found, to A254 Error! R e fer e nce source not found, wherein 

R 71 is -C(0)OH. 
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Embodiment A257. A compound according to any one of the embodiments Al Error! 
Rof o ronce sourc e not found, to A 254 Error! R e f e ronc o source not found, wherein 
R 71 is -(CH 2 )i. 3 C(0)OH. 

Embodiment A258. A compound according to any one of the embodiments Al Error! 
Roforonce sourc e not found, to A 254 Error! R e f e r e nc e source not found, wherein 
R 70 is -(CH 2 ) 1 . 3 NR 75 R 76 . 

Embodiment A259. A compound according to any one of the embodiments Al Error! 
R e fer e nc e sourc e not found, to A 230 Error! R e f e r e nc e source not found, wherein u 
is 0 or 1 . 

Embodiment A260. A compound according to embodiment A 259 Error! R e f e r e nc e 
sourc e not found, wherein u is 0. 

Embodiment A261. A compound according to embodiment A 259 Error! R e f e r e nc e 
source not found, wherein u is 1 . 

Embodiment A262. A compound according to any one of the embodiments Al Error! 
R o f o r o nce sourc e not found, to A 230 Error! R e ference sourc e not found, wherein v 
is 0 or 1 . 

Embodiment A263. A compound according to embodiment A262 Error! R e f e renc e 
source not found, wherein v is 0. 

Embodiment A264. A compound according to embodiment A 262 Error! R e f e r e nc e 
source not found, wherein v is 1 . 

Embodiment A265. A compound according to any one of the embodiments Al Error! 
Rofor o nce source not found, to A 230 Error! R e ferenc e sourc e not found, wherein u 
is 0 and v is 1. 
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Embodiment A266. A compound according to any one of the embodiments Al Error! 
Refer e nce sourc e not found, to A 230 Error! R e fer e nce source not found, wherein u 
and v are both 0. 

Embodiment A267. A compound according to any one of the embodiments Al Error! 
R e f e r e nc e sourc e not found, to A230 Error! R e f e r e nc e source not found, or A 259 
Error! R e ferenc e source not found, to A 266 Error! R e fer e nc e source not found. 

wherein R 72 and R 73 are independently selected from hydrogen, hydroxy or -C(0)OR 75 . 

Embodiment A268. A compound according to embodiment A 267 Error! Refer e nc e 
sourc e not found, wherein R 72 and R 73 are independently selected from hydrogen or - 
C(0)OR 75 , wherein R 75 is as defined in embodiment Al Error! R e f e renc e sourc e not 
found. . 

Embodiment A269. A compound according to embodiment A 267 Error! R e f e r e nc e 
source not found, wherein R 72 and R 73 are hydrogen. 

Embodiment A270. A compound according to any one of the embodiments Al Error! 
R e f e rence sourc e not found, to A 230 Error! R e fer e nc e source not found, or A 259 
Error! Refer e nc e sourc e not found, to A 269 Error! R e f e r e nc e source not found, 

wherein 

W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 
-NHC(0)R 75 , -S(0) 2 R 75 , -NHS(0) 2 R 75 , or 

W 6 is heterocyclyl, wherein R 75 and R 76 are as defined in embodiment 
Al Error! R e foronco sourc e not found. . 

Embodiment A271. A compound according to embodiment A 270 Error! R e for o nco 
source not found, wherein 

W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 

-NHC(0)R 75 , -S(0) 2 R 75 , -NHS(0) 2 R 75 , or 

W 6 is oxetanyl, tetrahydrofuranyl, tetrahydropyranyl, oxepanyl, azetidyl, 
pyrrolidyl, piperidyl, hexahydroazepinyl, thietanyl, thiolanyl, 
tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, 1,3-dioxolanyl, 1,2- 
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dithiolanyl, 1,3-dithiolanyl, hexahydro-pyridazinyl, imidazolidyl, 1,3- 
dioxanyl, morpholinyl, 1,3-dithianyl, 1,4-dioxanyl, 1,4-dithianyl, or 
thiomorpholinyl, wherein R 75 and R 76 are as defined in embodiment Al 
Error! R e f e r e nc e source not found. . 

Embodiment A272. A compound according to embodiment A 270 Error! R e f e r e nc e 

sourc e not found, wherein 

W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 
-NHC(0)R 75 , -S(0) 2 R 75 , -NHS(0) 2 R 75 , or 
W 6 is tetrahydropyranyl, oxepanyl, piperidyl, hexahydroazepinyl, 
tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, morpholinyl, 1,4- 
dioxanyl, 1,4-dithianyl, or thiomorpholinyl, wherein R 75 and R 76 are as 
defined in embodiment Al Error! Roforenc e source not found. . 

Embodiment A273. A compound according to embodiment A 272 Error! R e f e r e nc e 

source not found, wherein 

W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 
-NHC(0)R 75 , -S(0) 2 R 75 , -NHS(0) 2 R 75 , or 
W 6 is tetrahydropyranyl, piperidyl, tetrahydrothiopyranyl, or 
morpholinyl, wherein R 75 and R 76 are as defined in embodiment Al 
Error! Reference source not found.. 

Embodiment A274. A compound according to embodiment A 273 Error! R e f e r e nc e 

sourc e not found, wherein 

W 6 is -O-R 75 , -C(0)0-R 75 , -NR 75 R 76 , -NHC(0)R 75 , -S(0) 2 R 75 , or 
W 6 is tetrahydropyranyl, piperidyl, tetrahydrothiopyranyl, or 
morpholinyl, wherein R 75 and R 76 are as defined in embodiment Al 
Error! Rofor e nce source not found. . 

Embodiment A275. A compound according to embodiment A 274 Error! Ref e r e nc e 
sourc e not found, wherein 

W 6 is -O-R 75 , or -C(0)0-R 75 , wherein R 75 is as defined in embodiment 

Al Error! R e for o nco source not found. . 
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Embodiment A276. A compound according to embodiment A 275 Error! Roforenc e 
Gourco not found, wherein W 6 is -C(0)0-R 75 , wherein R 75 is as defined in embodiment 
Al Error! Refer e nc e sourc e not found.. . 

Embodiment A277. A compound according to any one of the embodiments Al Error! 
R o forenc e source not found, to A 230 Error! Ref e r e nc e source not found, or A259 
Error! Referenc e sourc e not found, to A 276 Error! R e ference source not found. 

wherein R 75 and R 76 are independently selected from hydrogen, -OH, or C^-alkyl 
optionally substituted with -NH 2 . 

Embodiment A278. A compound according to embodiment A 277 Error! Refer e nc e 
source not found, wherein R 75 and R 76 are independently selected from hydrogen, -OH, 
or methyl. 

Embodiment A279. A compound according to embodiment A 278 Error! R e f e r e nc e 
source not found, wherein R 75 and R 76 are independently selected from hydrogen or 
-OH. 

Embodiment A280. A compound according to embodiment A 279 Error! Refer e nc e 
sourc e not found, wherein R 75 is hydrogen. 

Embodiment A281. A compound according to any one of the embodiments Al Error! 
Roforence sourc e not found, to A280 Error! Roforenc e sourc e not found. , which 
compound is an activator of glucokinase, when tested in the Glucokinase Activation 
Assay (I) disclosed herein at a glucose concentration of 2 mM. 

Embodiment A282. A compound according to any one of the embodiments Al Error! 
R e f e rence sourc e not found, to A 281 Error! R e ferenc e sourc e not found. , which 
compound is an activator of glucokinase, when tested in the Glucokinase Activation 
Assay (I) disclosed herein at a glucose concentration of from 10 to 15 mM. 
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Embodiment A283. A compound according to any one of the embodiments Al Error! 
Rofor e nc e source not found, to A 282 Error! R e f e r e nc e sourc e not found. , which 
compound, at a concentration of 30 pM, is capable of providing an at least 1 .5, such as 
at least 1.7, for instance at least 2.0 fold activation of glucokinase in the Glucokinase 
Activation Assay (I) disclosed herein at a glucose concentration of 2 mM. 

Embodiment A284. A compound according to any one of the embodiments Al Error! 
Refer e nc e source not found, to A 283 Error! R e f e r e nc e source not found. , which 
compound, at a concentration of 30 pM, is capable of providing an at least 1 .5, such as 
at least 1.7, for instance at least 2.0 fold activation of glucokinase in the Glucokinase 
Activation Assay (I) disclosed herein.at a glucose concentration of from 10 to 15 mM. 

Embodiment A285. A compound according to any one of the embodiments Al Error! 
R e f e r e nc e sourc e not found, to A 284 Error! R e f e r e nce sourc e not found. , which at a 
concentration of 5 pM is capable of providing an at least 1.5, such as at least 1.7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay 
(I) disclosed herein at a glucose concentration of 2 mM. 

Embodiment A286. A compound according to any one of the embodiments Al Error! 
Referenc e sourc e not found, to A 285 Error! R e ference source not found. , which at a 
concentration of 5 pM is capable of providing an at least 1.5, such as at least 1.7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay 
(I) disclosed herein at a glucose concentration of from 10 to 15 mM. 

Embodiment A287. A glucose kinase activator compound defined as a compound which 
at a compound concentration of at or below 30 pM at a glucose concentration of 2 mM in 
the Glucokinase Activation Assay (I) disclosed herein gives 1 .5 - fold higher glucokinase 
activity than measured at a glucose concentration of 2 mM in the Glucokinase Activation 
Assay (I) without compound, where the increase in glucokinase activity provided by the 
compound increases with increasing concentrations of glucose. 

Embodiment A288. A compound according to any one of the embodiments Al Error! 
Ref e r e nc e sourc e not found, to A 286 Error! R e f e r e nce sourc e not found. , which 
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compound provides an increase in glucokinase activity, where the increase in 
glucokinase activity provided by the compound increases with increasing concentrations 
of glucose. 

Embodiment A289. A compound according to embodiment A 287 Error! R e f e r e nc e 
source not found, or embodiment A 288 Error! R e fer e nc e source not found. , which 
provides an increase in glucokinase activity in Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of 15 mM, which increase is significantly 
higher than the increase in glucokinase activity provided by the compound in 
Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 5 mM. 

Embodiment A290. A compound according to any one of the embodiments A 287 Error! 
R e f e r e nc e sourc e not found, to A 289 Error! R e f e r e nc e source not found. , which at a 
compound concentration of 10 pM provides an increase in glucokinase activity in 
Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 15 mM, 
which increase is significantly higher than the increase in glucokinase activity provided 
by the compound at a compound concentration of 10 pM in Glucokinase Activation 
Assay (I) disclosed herein at a glucose concentration of 5 mM. 

Embodiment A291 . A compound according to any one of the embodiments A287 Error! 
Reference sourc e not found, to A290 Error! Referenc e sourc e not found. , which at a 
compound concentration of 10 pM provides an increase in glucokinase activity in 
Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 15 mM, 
which increase is at least 1.1 fold higher, such as at least 1.2 fold higher, for instance at 
least 1.3 fold higher, such as at least 1.4 fold higher, for instance 1.5 fold higher, such as 
at least 1.6 fold higher, for instance at least 1.7 fold higher, such as at least 1.8 fold 
higher, for instance at least 1 .9 fold higher, such as at least 2.0 fold higher than the 
increase in glucokinase activity provided by the compound at a compound concentration 
of 10 pM in Glucokinase Activation Assay (I) disclosed herein at a glucose concentration 
of 5 mM. 

Embodiment A292. A glucose kinase activator compound defined as a compound which 
at a compound concentration of at or below 30 pM at a glucose concentration of 2 mM in 
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the Glucokinase Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase 
activity than measured at a glucose concentration of 2 mM in the Glucokinase Activation 
Assay (I) without compound, which glucose kinase activator compound increases 
glucose utilization in the liver without inducing any increase in insulin secretion in 
response to glucose. 

Embodiment A293. A glucose kinase activator compound defined as a compound which 
at a compound concentration of at or below 30 pM at a glucose concentration of 2 mM in 
the Glucokinase Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase 
activity than measured at a glucose concentration of 2 mM in the Glucokinase Activation 
Assay (I) without compound, which glucokinase activator compound shows a 
significantly higher activity in isolated hepatocytes compared to the activity of the 
glucokinase compound in lns-1 cells. 

Embodiment A294. A compound according to any one of the embodiments Al Error! 
Roforonc e sourc e not found, to A291 Error! R e foronc e sourc e not found. , which 
compound increases glucose utilization in the liver without inducing any increase in 
insulin secretion in response to glucose. 

Embodiment A295. A compound according to any one of the embodiments A1_ Error! 
Roforenc e source not found, to A291 Error! Refer e nc e sourc e not found. , which 
compound shows a significantly higher activity in isolated hepatocytes compared to the 
activity of the compound in lns-1 cells. 

Embodiment A296. A compound according to any one of the embodiments A 292 Error! 
Rofor e nce sourc e not found, to A 295 Error! Ref e r e nc e sourco not found. , which 
compound shows a significantly higher activity in isolated hepatocytes measured as 
described in the Glucokinase Activity Assay (II) compared to the activity of the 
compound in lns-1 cells measured as described in the Glucokinase Activity Assay (III). 

Embodiment A297. A compound according to embodiment A296 Error! R e f e rence 
sourco not found. , which compound shows an activity in isolated hepatocytes 
measured as described in the Glucokinase Activity Assay (II) which activity is at least 1.1 
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fold higher, such as at least 1.2 fold higher, for instance at least 1.3 fold higher, such as 
at least 1.4 fold higher, for instance 1.5 fold higher, such as at least 1.6 fold higher, for 
instance at least 1 .7 fold higher, such as at least 1 .8 fold higher, for instance at least 1 .9 
fold higher, such as at least 2.0 fold higher, for instance at least a 3.0 fold higher, such 
as at least a 4.0 fold higher, for instance at least 5.0 fold higher, such as at least 10 fold 
higher than the activity of the compound in lns-1 cells measured as described in the 
Glucokinase Activity Assay (III). 

Embodiment A298. A compound according to embodiment A296 Error! Ref e r e nc e 
sourc e not found. , which compound shows no activity in the lns-1 cells measured as 
described in the Glucokinase Activity Assay (III). 

Embodiment A299. A method of preventing hypoglycaemia comprising administration of 
a compound according to any one of the embodiments A1 to A 298 Error! Roforonc e 
sourco not found. . 

Embodiment A300. The use of a compound according to any one of the embodiments 
A1 to Embodiment A 298 Error! R e f e r e nc e sourc e not found, for the preparation of a 
medicament for the prevention of hypoglycaemia. 

Embodiment A301 . A compound according to any one of embodiments A1 to A298 
Error! R e f e r e nc e sourc e not found. , which is an agent useful for the treatment of an 
indication selected from the group consisting of hyperglycemia, IGT, insulin resistance 
syndrome, syndrome X, type 2 diabetes, type 1 diabetes, dyslipidemia, hypertension, 
and obesity. 

Embodiment A302. A compound according to any one of embodiments A1 to A 301 
Error! R e f o r o nc o sourc e not found, for use as a medicament. 

Embodiment A303. A compound according to any one of embodiments A1 to A301 
Error! R e f e r e nc e sourc e not found, for treatment of hyperglycemia, for treatment of 
IGT, for treatment of Syndrome X, for treatment of type 2 diabetes, for treatment of type 
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1 diabetes, for treatment of dyslipidemia, for treatment of hyperlipidemia, for treatment of 
hypertension, for treatment of obesity, for lowering of food intake, for appetite regulation, 
for regulating feeding behaviour, or for enhancing the secretion of enteroincretins, such 
as GLP-1 . 

Embodiment A304. A pharmaceutical composition comprising, as an active ingredient, at 
least one compound according to any one of embodiments A1 to A303 Error! 
Roforonco sourc e not found, together with one or more pharmaceutical^ acceptable 
carriers or excipients. 

Embodiment A305. A pharmaceutical composition according to embodiment A 304 
Error! R e ference source not found- in unit dosage form, comprising from about 0.05 
mg to about 1000 mg, preferably from about 0.1 mg to about 500 mg and especially 
preferred from about 0.5 mg to about 200 mg of the compound according to any one of 
embodiments A1 to A303 Error! R e fer e nc e source not found. . 

Embodiment A306. Use of a compound according to any one of the embodiments A1 to 
A303 Error! Ref e r e nc e source not found, for increasing the activity of glucokinase. 

Embodiment A307. Use of a compound according to any one of embodiments A1 to 
A 303 Error! Refer e nc e source not found, for the preparation of a medicament for the 
treatment of metabolic disorders, for blood glucose lowering, for the treatment of 
hyperglycemia, for the treatment of IGT, for the treatment of Syndrome X, for the 
treatment of impaired fasting glucose (IFG), for the treatment of type 2 diabetes, for the 
treatment of type 1 diabetes, for delaying the progression of impaired glucose tolerance 
(IGT) to type 2 diabetes, for delaying the progression of non-insulin requiring type 2 
diabetes to insulin requiring type 2 diabetes, for the treatment of dyslipidemia, for the 
treatment of hyperlipidemia, for the treatment of hypertension, for lowering of food 
intake, for appetite regulation, for the treatment of obesity, for regulating feeding 
behaviour, or for enhancing the secretion of enteroincretins. 
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Embodiment A308. Use of a compound according to any one of embodiments A1 to 
A 303 Error! Roforonco source not found, for the preparation of a medicament for the 
adjuvant treatment of type 1 diabetes for preventing the onset of diabetic complications. 

Embodiment A309. Use of a compound according to any one of embodiments A1 to 
A 303 Error! R e foronce source not found, for the preparation of a medicament for 
increasing the number and/or the size of beta cells in a mammalian subject, for 
treatment of beta cell degeneration, in particular apoptosis of beta cells, or for treatment 
of functional dyspepsia, in particular irritable bowel syndrome. 

Embodiment A310. Use according to any one of the embodiments A 307 Error! 
Rofor e nc e sourc e not found, to A 309 Error! R e foronc e source not found, in a 

regimen which comprises treatment with a further antidiabetic agent. 

Embodiment A31 1 . Use according to any one of the embodiments A 307 Error! 
Refer e nc e sourc e not found, to A 310 Error! R e ferenc e source not found, in a 

regimen which comprises treatment with a further antihyperlipidemic agent. 

Embodiment A312. Use according to any one of embodiments A 307 Error! Refer e nc e 
sourc e not found, to A311 Error! R e f e r e nce source not found, in a regimen which 
comprises treatment with a further antiobesity agent. 

Embodiment A313. Use according to any one of embodiments A 307 Error! R e f e r e nc e 
sourc e not found, to A312 Error! Referenc e sourc e not found, in a regimen which 
comprises treatment with a further antihypertensive agent. 

Embodiment A314. Use of a compound according to any one of the embodiments A1 to 
A 303 Error! R e fer e nc e sourc e not found, or a pharmaceutical composition according 
to embodiment A 304 Error! R e ference source not found, or embodiment A305 Error! 
R e f e r e nce sourc e not found, for the treatment of metabolic disorders, for blood 
glucose lowering, for the treatment of hyperglycemia, for treatment of IGT, for treatment 
of Syndrome X, for the treatment of impaired fasting glucose (IFG), for treatment of type 
2 diabetes.for treatment of type 1 diabetes, for delaying the progression of impaired 
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glucose tolerance (IGT) to type 2 diabetes, for delaying the progression of non-insulin 
requiring type 2 diabetes to insulin requiring type 2 diabetes, for treatment of dys- 
lipidemia, for treatment of hyperlipidemia, for treatment of hypertension, for the treatment 
or prophylaxis of obesity, for lowering of food intake, for appetite regulation, for 
regulating feeding behaviour, or for enhancing the secretion of enteroincretins. 

Embodiment A315. Use of a compound according to any one of the embodiments A1 to 
A 303 Error! Reforenc e source not found, or a pharmaceutical composition according 
to embodiment A 304 Error! R e ference sourc e not found, or embodiment A 305 Error! 
R o f o ronc e sourc e not found, for the adjuvant treatment of type 1 diabetes for 
preventing the onset of diabetic complications- 
Embodiment A316. Use of a compound according to any one of the embodiments A1 to 
A 303 Error! R e f o r o nco sourc e not found, or a pharmaceutical composition according 
to embodiment A 304 Error! R e forenc e source not found, or embodiment A 305 Error! 
Roforonce source not found, for increasing the number and/or the size of beta cells in 
a mammalian subject, for treatment of beta cell degeneration, in particular apoptosis of 
beta cells, or for treatment of functional dyspepsia, in particular irritable bowel syndrome. 
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